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1. UME HA JIEKAPCTBEHHUS ITPOAYKT | DG/NAMP - ...l e

Mmapca 250 mg MHKEKIMOHEH pa3TBOP B NPEABAPHTENIHO HAMTbJHEHA CIIPUHLIOBKA

Imarsa 250 mg solution for injection in pre-filled syringe
2. KAYECTBEH U KOJIMYECTBEH CbCTAB

EnHa npeaBapuTe/HO HanmbJHEHA cnpUHIOBKA Chabpxka 250 mg dyasectpauT (fulvestrant) B 5 ml
pa3TBop.

|OMOLLIHM BELIECTBA C U3BECTHO JieHcTBUE (HAa S ml)
Eranon 96% (ankoxon), 500 mg

beH3uoB ankoxon (E1519), 500 mg
beH3U10eH30aT, 750 mg

34 NbLJIHHUSA CMHUCHK HA NOMOILLHUTE BEILEeCTBa BUXKTEe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

HMHxxekUuHOoHeH pa3TBOp B NPeJABAPUTEIHO HAITbJIHEHA CIPUHIIOBKA

bucTbp, O€3uBETEH A0 KbBAT BUCKO3€H pa3TBOP, 0€3 BHAUMH YaCTHIH.

4. KJUHHUHYHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

®yJIBECTPAHT € MOKa3aH:
—  KaTo MOHOTEpanus 3a JIeYeHUE Ha eCTPOreH-peLenTop NO3MTHBEH, JIOKAJIHO aBaAHCHPaJl UJIH
METACTaTHYEH paK HAa MJIEYHATA XKJIe3a MNPH NOCTMEHOMNAY3aJIHA KEHHU:
O KOWTO MpEAH TOBA HE ca OUITK TO/IIaraHk Ha €H/IOKPUHHA TEpanus, Hiu
O € peUMJUB Ha 3a00JIIBAHETO 10 BPEME HA HJIM CJIe] al0BAHTHA AHTHECTPOr€HHa
TEpanus, HiH NpH nporpecHs Ha 3ad0/IABAHETO 110 BPEME HA AHTUECTPOr€HHA Teparus;
— B KOMOHMHaLHs ¢ nandouukIn0 3a JIeueHHe Ha MoJIoXkKHUTEeeH 3a XopMoHalieH peuentop (HR),
OTPULATEJIEH 3a peuenTop 2 Ha YoBeulkus enuaepmaier pacrexer ¢pakrop (HER2) nokanno
aBaHCHpaJl HJIM METACTATUUYEH PaK Ha MJI€YHATa KJie3a MPH HKEHU, KOUTO MPEeau TOBA ca
noJiyyaBasild €HAOKPHHHA Tepanus (BX. Touka S5.1).

[Ipu npe- i nepumeHonay3ajHu KeHH, KoOMOMHUpaHaTa Tepanus ¢ naJ1dounkiIud TpsdBa aa e
KOMOMHHMpaHAa C arOHUCT Ha JyTEeMHU3Upalll XOpMOH-0cBoOOk 1aBaill xopmoH (LHRH).

4.2 JIo3HpOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka




Kenu (8RAIOYUMENHO U 6 cmapyecka ev3pacm)
[TIpenoppudrentarta 1o03a € 300 mg Ha HHTEPBAIH OT €HH MeCeL MUTI0C A0MbLAHKTENHA 1032 OT 500 mg
ABE CEAMHUM CNel MbpBaTa A034.

Korarto ¢pynBecTpaHT ce u3non3sa B koMOWHaIKg ¢ nandouukiaub, Mmons suxTe cbulo KpaTkara
XapaKTEpUCTHKA HA POAYKTA nanbouuIno.

[Ipeau 3anmovBaHe Ha KOMOMHMpaHA Tepanus ¢ PyABECTPaHT U NanOOUHKIHO, H MO BpeMe Ha Lugnara H
MPOABLKUTENHOCT, (1pe-/NEPUMERONAY3ANTHATE XeHN TpsAOBaA 1a ObAaT nekyBaHH ¢ aroHHCT Ha LHRH, B
CBOTBETCTBUE C MECTHATA KIMHHYHA MPAaKTHKA.

Cnenpaiin nonynauuu

Bvbpeuno yepecoane

He ce npenopbuBa KOPUrHpaHe Ha A03aTa NPY NAUMEHTH ¢ IEKa 10 YMEPEHa CTENeH Ha 0h0OpeyHo
yBpexcaaHe (KpeaTHHHHOB KNHPBHC =30 ml/Mun). bezonacHocTTa ¥ eMKacHOCTTa MY HE ¢a OLIEHEHH TPH
MAMEHTH C TEkKKa cTeneH Ha ObOpeuHo yBpexaaHe (KpeaTHHHHOB KikMpbHC <30 ml/MuH) 1 nopaau ToBa,
MPH TAKHBA NAUUEHTH C€ NPEeNOpbYBa NOBUILIECHO BHUMAaHHE (BX. ToUKa 4.4).

Yeprnoopobno yepesxcoane

He ce npenopbuBa KOpHrMpaHe Ha J03aTa NpY NalMeHTH € JieKa A0 YMEPEHA CTENEH Ha YePHOAPOOHO
yBpexaaHe. Bonpekn ToBa ¢ynBecTpasT TpAbGBa J1a ce npuiiara ¢ NOBULIEHO BHUMaHHE [IPU TE3H
MauWeHTH, Thil KATO € Bh3MOXHa NOBHIICHA eKCNO3UIMs Ha ynBecTpaHT. HaMa AaHHHW NpU NalUeHTy ¢
TEXKA CTENEH Ha YepHOAPOOHO yBpexaaHe (BxK. Touku 4.3, 4.4 v 5.2).

[Teouampuuna nonyrayus

be3onacHOCTTa H ePrKACHOCTTA HA ®YNBECTPAHT APH AcLa Ha Bb3pacT oT 0 no 18 roanHu He ca
ycraHOBeHH, HankuHuTE 10 MOMEHTA JaHHH ca ONTHCaHK B TOUKH 5.1 M 5.2, HO NpenoOpBKH Mo
OTHOLIICHHE Ha AO3WPOBKA HE MOrar aa ObaaT HanpaBeHH.

HayyH Ha NpUIoXKEeHHE
dynBecTpaHT TPAOBaA Aa Ce NpKJara KaTo ABE NOCAEA0BATENHH O0aBHH HHTPAMYCKYJIHH HHXEKLUHH OT 5
ml (1-2 MUHYTH Ha HHXEKLUA), N0 €IHA OT BCAKA CTPAHA HA ceaanuiueTo (riyreanHara obnacr).

HeobxoaMMO € BHUMAaHUE NIPH HHXKEKTHpaHe HA QyNBECTpaHT B A0p30rayTeaHara obnact nopaau
OaKM30CcTTa HA NOAJICKALIMA CEAANRILIEH HEPB,

3a noapoOHU HHCTPYKLIMH 34 NpRAAraHe, BUKTE Touka 0.6.

4.3 IIpoTHBONOKA3IAHHUSA

CBpBbXUyBCTBHTEHOCT KbM aKTHBHOTO BELIECTBO MM HAKOES OT NOMOIIHHUTE BEILECTBA, U3OPOEHH B
TOYKa 6.1.

bpeMeHHOCT U KbpMeHe (BX. TO4KA 4.0).

Texkka cTeneH Ha YepHOApPOOHO yBpexkaaHe (BX. TOUKH 4.4 U 5.2).

4.4 ChoenHanRH NpeayNpexIecHHA B NpeANna3HH MEPKH NpH ynoTpeda




dynBecTpaHT TpsadBa 1a ce MpHiara ¢ MOBHLUIEHO BHUMaHHe NpH NalHEeHTH ¢ Jieka 10 YMepeHa CTeNneH Ha
yepHOApOOHO yBpexaaHe (Bxk. Touku 4.2, 4.3 u 5.2).

®yneecTpanT TpsbBa aa ce npuiara ¢ MOBUIIEHO BHHMAaHHE NPH NaUMEHTH C TEXKa cTened Ha 6bOpeyHo
YBpeXKAane (KpeaTUHUHOB KIHUPBHC <30 mi/MHUH).

[Topazau WHTpaAMYCKYJIHUS BT Ha BbBeXJaHe, (pynBecTpaHT TpadBa Ja ce N3Moi3sa ¢ MOBULIEHO
BHMMaHHMeE MTPH NALHEHTH ¢ XeMOoparHuHa AWaTte3a, TPOMOOLUHTOMEHHA K NPH TE3K HA AHTHKOArylaHTHa
Tepanus.

YecTo NpH KEHM ¢ HanpeaHan Pak Ha rppaaTa ce Habuiroaasat TpoMO0eMOONHUHN HHIHAEHTH, KOETO €
Ha01Ir01aBaHO M MPU KTHHHWYHM NTpOoy4YBaHHs ¢ QyiBecTpaHT (Bxk. Touka 4.8). Tosa TpsbBa Ja ce B3eMme
NMpeNBUI, KOraTo ce H3NUCBA PYNBECTPAHT NPHU PHCKOBM MALMCHTH,

[Ipn HHXEKTHPAHETO HA QPYABECTPAHT Ce CHOOLIABAT CbOUTHA, CBBP3aHH C MACTOTO HA HHKEKTHPaHe,
BKJIFO4BAlIIM UILMAC, HEBPANrus, HeeponatHa 6oska U nepudepra Hesponatiia. Heobxoaumo e
MOBULLEHO BHUMAHKE NPH NMPUIOKEHWE HA QYNBECTPAHT B AOp30TayTeaaHara obnact nopaau 01130cTTa
Ha NOANEXAUIMA CEAANKILICH HEPB (BkK. TOYKHU 4.2 U 4.8).

HsMa ABLNCOCPOYHU AaHHU 32 €(PeKTa Ha PyNBECTPAHT BBPXY kKocTHTE. [Topaau MexaHu3Ma Ha JedcTBue
Ha ¢ynBecTpaHT, CbLIECTBYBAa MOTSHLUHANEH PUCK OT OCTEONOPO3a.

EdukacHoctra 1 desonacHOCTTa Ha PyNBECTPAHT (MIIH KAaTO MOHOTEPANUA, UM B KOMOUHALHS C
nanbouuknd) He ca NPOYYE€HH NPH NALMEHTH ¢ KPHTUYHO BUCLIEPANHO 3ab0NsSBaHeE.

Korato ¢ynsecTpaHT ce ¥3n0n3sa B komOuHauus ¢ nandouuknub, mons prxre cbiuo Kparkara
XapaKTePHCTHKA HA NMPOAYKTA NanboUMKIND.

llosnuseane na mecmogeme 3a ecmpaouon, bazupanu Ha anmumena
[lopanu CTPYKTYPHOTO Noaodue Ha QyJBECTPAHT W €CTPAANOI, (PyJBECTPAHT MOXKE Ja MOBIIUSE
TECTOBETE 3a ECTPAAHOJ, 0a3HpaHy HAa aHTHTENIA, KATO T€ MOXeE 1a NoKakaT (panliuBo MOBHILIEHH HUBA Ha

CCTPpanHOIl.

Emanon
JlekapcTBeHUAT NPOAYKT chabpia S00 mg ankoxon (€TaHON) BB BCAKA HHAKEKUHS, KOETO €
exkBMBRANCHTHO Ha 100 mg/ml (10% T1./06.) KonuvecTBOTO ankoXxos BbB BCAKA HHKEKLHS OT TOBA

NEKApCTBO € eKBUBAJICHTHO Ha 13 ml 6upa unu 5 ml BuHO.

Ho3a o1 500 mg oT TOBA NIeKapCTBO (AB€ CNPHHIIOBKY ), TPUJIOXKEHA HA Bb3PACTHH XEHH € TEr0 A0
70 kg, 61 noseno no n3narade Ha 14,3 mg/kg eTaHon, KOETO MOXeE 1a NPUHUMHY NOBHILABAHE HA
KOHLIEHTpaLuaTa Ha ankoxon B KpeBTa (BAC) ot okono 2,4 mg/100 ml (Buxre [lpunoxenue | kpM
noknan EMA/CHMP/43486/2018).

3a ¢cpaBHEHHE, 3a Bh3PACTeH, KOWTO nHe 4alua BUHO WK 500 ml 6upa, BAC BepodaTHO e 6b/1e OKOI0
50 mg/100 ml.

EAHOBpEMEHHO NPUIIOKEHHE C JIEKAPCTBA, ChABPXALUM HAND. NPONHIEH FTHKOJI KK
JOBeJe 1O HATPyNBAHE Ha €TAHOJ M A4 IPSA13BUKA HEeXeTaHH PEaKLHH.



benzunos arkoxon
To3u nekapCTBREH NMPORYKT ChAbPKA OSH3UIOB aJIKOXO0N KAaTO NOMOMIHO BELIECTRO, KOETO MOXE A3
NPUYHHU AIEPTHYHH PEAKLMN,

[leanarpHina nonynauus
Ynorpebara Ha ¢yIBECTPAHT NPH A€LA U IOHOLLH HE Ce NPenopb4s4d, Thil KATO BE30MaCHOCTTa U
e(PUKACHOCTTA HE Ca YCTAHOBEHHU 34 Ta3H Ipyna NauMeHTH (BX. Touka J.1).

4.5 BlanamopeHcTBHE C APYIH 1EeKAPCTBEHH NPOJYKTH #H APYIrH pOpMH HA B3auMoaeilcTBHE

KnHHMYHO npoyuBaHe 3a B3auMoaeicTBHE ¢ MHAa30/1aM (cyOcTpar Ha CYP3A4) nemoHCTpHpa, Ye
(pynBecTpaHT He HHXxuOupa CYP3A4. KnuHHuHKM npoy4YBaHus 3a B3aHMOJASHCTBHE C pUPaMITHLIHH
(nuaykTop Ha CYP3A4) u keTokonazon (Muxudutop Ha CYP3A4) He noka3BaT KITMHWYHO 3HAYHMMA
MPOMSHA B KJIMpbHCA Ha Gy aBecTpaHT. CNeIoBaTE/HO HE € HYXXHO KOPUTHpaHe Ha 203aTa MpH MauUeHTH,
KOHTO MpHEMAT ¢AHOBPEMEHHO PyNBECTPAHT H HHXHOXUTOPH UITH HHAYKTOPH HA CYP3 A4,

4.6 @epTHIHTET, OPEMEHHOCT H KLPMEHE
KeHy ¢ JeTepolieH MoTeHUnAan

KeHH ¢ aeTepoleH noTeHtnan TpabBa aa HANoN3BaT ePeKTUBHA KOHTPARENUA N0 BPEME Ha JIEYEHME C
HMmapca v 2 rogutu cnes nocaeaHara ao3a.

bpemeHHOCT

[IpunoxkeHUETO HA PYIBECTPAHT NO BpeME HA OPEMEHHOCT € NMPOTHBONOKA3aHO (BX. TOYKA 4.3). MMma
AAHHH, YE NPH [LTLXOBE W 3aiLM, CEA €AHOKPATHO UHTPAMYCKYJIHO NpUAOKeH e, GyaBeCTpaHT MUHABA
npe3 nnaueHTara. [IpoyuBanuaTa npy xHWBOTHU NOKXA3BAT HAIMYHME Ha PENPOAYKTUBHA TOKCHYHOCT,
BKTIOUHMTEIHO H MOBHLLIEHA Y€CTOTA Ha (PETASIHH GaHOMAJTHH H CMBPTHH Clly4yaH (BxK. Touka 5.3). Axo 1o
BpeMe Ha NMPUIOKESHUETO Ha PyJIBECTPAHT HACTBLITH OPEMEHHOCT, NalMeHTKaTa TpAdBa aa Obe
HH(OPMHUPAHA 34 NOTECHUHAIHMTE ONACHOCTH 3a NI0AAa W NOTEHUKATHUA PUCK 32 3aryfara My.

KbhpMmeHe
KepMmeHeTo TpsaOBa 1a Ce NPEyCTAHOBH MO BPEME Ha JieueHHe ¢ pynpecTpadT. ©@ynBecTpaHT ce

EKCKpeTHpa B MJIISKOTO HA JaKTHpaLH N1bXxoBe. He € H3BeCTHO JanH QyJIBECTPAHT Ce €KCKPETHpa B
kppmara. [lopaay noTeHUHana oT CEpUO3HU HEXENAHH PEAaKUHH OT (YNBECTPAHT NPH KbpMa4eTa,
ynoTtpebara My Mo BpEME Ha KLPMEHE € NPOTUBONOKAa3aHa (Bx. Touka 4.3).

QepPTHALTET
EdextuTe Ha QynBECTPAHT BLPXY PepTHAHTETA [IPH XOPa HEe Ca NPOYUYBAHH.

4.7 EdexkTn BopXy cnnocobHocTTa 32 IohHpaHe ¥ pabora ¢ MAHIMHH

Dy aBecTPAHT HE NOBAWABA WM NOB/IMABA HE3HAYNTENHO CNOocoOHOCTTA 32 odupaHe W paboTa ¢

MalUWHHU. Bee nak, noHexe npu neyeHue ¢ QynBecTpaHT HMa MHOTQ YeCTH ChODLLeHHS 33 aCTEHH!S,
MAaLHEHTUTE, KOUTO Pa3BUAT Ta3H HEXENaHa peakins, TpAOBa Aa MOAXOKAAT C MOBUIIEHO
wodHparero v paborata ¢ MaLIHHH.




4.8 Hexenand JeKapcTBEHH PeaKIHH

Pesziome Ha npoguna 3a 6e30nacHoCT

Monomepanus

B Tazn To4ka ¢ npeacTaBeHa HHPOPMALHKS, OCHOBAHA HA BCHYKHA HEXERAHU PEAKLMM OT KIHHUYHU
Npoy4BaHHA, NOCTMAPKETUHIOBH MPOYUBAHUA K CIOHTAHHH CbOOLICHHA. B cOOpHUTE NaHHH 32
¢ynBecTpaHT KaTO MOHOTEpAN U Hal-4eCcTO ¢HODLIABAHNTE HEXENAHH PeakLHH ca OUNH peakiUH Ha
MSACTOTO Ha UHXXEKTHUPAHE, aCTEHHUA, FaAcHe W NOBUILEHH UuepROOPOOHM eH3uMH (AJIAT, ACAT, AD).

B Tabnuua 1, naneHure no-a0ny KaTteroprd Mo YecToTa Ha HexelaHdTe nekapeTeend peakuywu (HJIP) ca
HIYMCNICHH Bb3 OCHOBA HA cOOpHK aHanK3M Ha €30MacHOCTTa NPy rpyny Ha AcueHde ¢ pynsecTpauT 500
Mg B NPOYYBAHHUA, KOHTO cpaBHABAT PpyasecTpauT SO0 mg ¢ dynsectpanT 250 mg [CONFIRM
(npoyueane D6997C00002), FINDER 1 (npoyusaue D6997C00004), FINDER 2 (npoyuBane
D6997C00006) ¥ NEWEST (npoyusane D6997C00003)], unu camo ot FALCON (npoy4sane
D699BCO0001), xoero cpaBHara pyasecTpanT 300 mg ¢ anactposon | mg. Korato yecrorure OT
cOopuia aHaNu3 Ha JaHHHTe 3a O6e3onacHocT H 0T FALCON ce paanvuasart, € npeacTaseHa Nno-BUCOKATA
yecToTa. JlaaeHure B TabnHUa | 4ecToTH ca Bh3 OCHOBA HAa BCHUYKH CbOOILIeHH CEOHMTHS, Oe3 3HaueHHe
KakBa ¢ OH/Ia MpeLieHKaTa Ha W3CIEA0BATEN 32 NPUYXHHO-CNIEICTBEHATA Bpb3ka. MeaHaHaTa Ha
NPOABLIDKHTENIHOCT Ha JIeueHHETO ¢ pyapecTpanT 500 mg B COOPHUTE JaHHH (BKJIFOUYUTEIHO [10-rOpe
cnoMeHatuTe npoy4yeanug nawe FALCON) e 6una 6,5 Mecena.

TabauyeH CMHCHK Ha HEXKENAHUTE PEAKLUH

H30poeHuTe Mo-10Ny HexkenaHu PeakiiMHi ¢a KNTaCUPULURPAHH NO YECTOTA M CUCTEMO-OPTraHHH KNacoBe
(COK). I'pynupaHeTo No YecToTa € AcUBHPAHO N0 CNSAHATA KOHBESHLHA, MHOrO YecTH (>1/10), yecTH
(=1/100 no <1/10), Hewectu (=1/1 000 no <1/100). I1pn Bcako rpynupaHe B 3aBUCHMOCT OT YECTOTATA,
HEXENAHMTE NEKAPCTBEHHY peakuuu ce u30posaBaT B HU3XO0AMAL PeA MO OTHOLEHUE HA TAXHATA
CEPHO3HOCT.

Tabauna 1 HexenaHn fekapCcTBeHH PeaKIHH, CLOOLIABAHN NPH NAUHEHTH, JeKYBaHH ¢
PyNBeCTPAHT KATO MOHOTEPANIHS

HexeJaHHN peaknyui No CHCTEMO-OPraHHH KJ1aCOBE H YeCTOTA
Hudekunu u vHdecTauHm Yectu HUHdexuun Ha NUKOYHUTE MbTHLIA
HapyinueHus Ha XpbBTa ¥ JMM{QHATA Yectu Hamanen 6pofi TpoMBouuTH?
CHCTEMA
HapyiueHus Ha UMyHHATa CUCTEMA MHoro vecTu PeakilMH Ha CBPbXUYYBCTBUTEIHOCT"
HeuvecTH AHadni1aKkTHYHH peaKUuH
Hapyuwiennsa na merabonnima UecTu AHopekcus’®
 XPaHEHETO
HapylieHHs Ha HEepBHATA CHCTEMA HecTH I naBobonue
Cwa0B# HApYLIEHNUS MHoro yecTtu ['opeliy BbJIHK"
HecTH BeHnoana tpomboemboaus®
CTOMAILUHO-YPEBHH HAPYLUEHHSA MHoro 4ectH I"afene
Yectu
XenatoOUNHApHH HApYUICHUS MHoro 4ectTH
HectH




HeuecTu YepuoapobHa HEAOCTATBHYHOCT™ &,
XefnaruT®, noBHvilaBaHe Ha I T T°
HapylweHHd Ha KoXaTa ¥ NOAKOMKHATA MHoro uecty Obpus”
TbKaH
HapyLLieHHA Ha MYCKYJIHO-CKEIETHATA MHoro yectu BOfKK B CTABKHTE H B MYCKYJIHO-
CHCTEMA H CbCAHHHUTENIHATA ThKaH CKECJICTHATA CHCTEMA'
YecTu bonku B repba®
Hapy1ueHns Ha Bb3NPOH3BOAMTENHATA Yectu BarnHaneH KbpBOH3IHB"
CHCTEMa M Ir'bpaara HevectH BaruHaitHa KaHOHA03a®, NEBKOpes®
O6wmuM HapylIeHUa U edeKTH Ha MACTOTO | MHoOro uecty AcCTeHus®, peakLld Ha MACTOTO Ha
HA NPHIOKEHHE HHXeKTUpaHe®
Hectu [lepudepHa HesponaTus”,
Bb3NaJICHHE Ha CEJANNLIHWS Heps”
Heuectu KpbBOH3JIUB HA MACTOTO Ha
WHXXEKTHUPAHE®, XEMAaTOM HA
MSICTOTO Ha WHIKEKTHpaHe®,
HeBpaarua™ ©

3 Brioupa HEXENAHH NEKAPCTBEHH PEaKIMH, 33 KOUTO NOPalH HATHYUE HA NOANSXKAl0 3af0oNsBane He MOXe Na ce

ONPEAEIN ¢ TOYHOCT CTENEHTA, B KOATO QYIBECTPAHT AONPHURACS 38 Pa3BUTHETO HM.

TepMHHBT ,,pEBKLHH Ha MACTOTO HA HHKCKTHPAHE HE BKIIONBA TEPMUHHUTE , KPHBOHIINE Ha MACTOTO Ha

HHXEKTHpaHe”, ,,XEMaTOM Ha MACTOTO Ha HHXXEKTHpaHe”, , HIuMac™, , iespanrua”™ H ,,nepudepra HepponaTna'™.

B PeaximaTa He e Habmoaasana npn ronemure xnuHUuHK npoyusaHus {CONFIRM, FINDER 1, FINDER 2, NEWEST).
YecroTara € H39MCACHA TOCPCACTBOM NOPHaTa rpaHdua Ha 95% noBcpUTeacH HHTEpBan 3a TOYKOBA olicHKa. M3uuncneH e
kato 3/560 (kpaeTo 560 € OpoAT NalMEHTH B roNeMUTE KIHHHYHW NPOYYBaHHA), KOETO Nonana 8 KaTeropuaTa

,-HEUECTH .
r Brouousa: aprpanrus U no-paako 6onka B MyCKY/NRO-CKENETHATA CHCTEMA, MEATTHA W BOIKY B KpalHHIMTE,
. KareropuaTa 3a 4ecToTd € pasnnyHa npu cOopanre aaHHH 3a Besonacqoct u npu FALCON.
¢ HJIP ve e Habmoaaeasa sne FALCON,

Onurcanue Ha U30paHU HeXKENaHH PEaKLIHU

BrarouyenuTe no-a0ty ONMCAHMA C€ OCHOBABAT HA aHANM3a Ha AaHHUTE 3a B€30NaCHOCT, CbOTBETHO NpH
228 nalHeHTKH, KOHTO Ca MOAYYHIH Hal-Mmanko eaHa (1) ao3a dynsecTpaHT, U NpH 232 NAUMEHTKH,
KOMTO Ca MOJyYH/IH Hak-Maliko enHa (1) 103a aHacTpo3oa, BbB (aza 3 Ha npoyusaHero FALCON.

Boaxu ¢ cmasume u MyCKYRHO-CKEAEMHAMA CUCMEMA

B npoyusanetro FALCON, O6poaT Ha NayHEeHTKKTE, KOUTO Ca CbODLIUIIH KaTo HexXenaHa peakuus DOIKH B
CTaBMTE U MYCKYJTHO-CKeNleTHATA, € ChOTBETHO 65 (31,2%) 1 48 (24,1%) B paMoOTO Ha (hyIBECTPAHT U
aHacTpo30J. OT 65-T€ MaUKeHTKH B paMoTO Ha GynBecTpaHT, 40% (26/65) ca crobuinny 3a 601ku B
CTABUTE U MYCKYJTHO-CK@JIETHATA CUCTEMA Npe3 IbPBUA MECel Ha JieueHHeTo K 66,2% (43/65) — npe3
NbLPBUTE 3 MEcela Ha neueHueTo. [launenTkuTe He chobinaBar 3a HexkenaHu CbOUTHS cTeneH >3 no
CTCAE unu TakyBa, KOMTO [1a HanaraT HaMa/sBaHE Ha A03aTa, [TPEKbCBAHE HA NPHEMA UK
IIPEKPATABAHE HA JICYCHHUETO.

Kombunupana mepanusi ¢ narboyuriub
O6uruaT npogun 3a 6e3onacHOCT Ha $yIBECTPAHT, KOFaToO CE M3NO0N3Ba B KOMOHHaUMA ¢ nanbouuKiIub, e
Bb3 OCHOBA Ha AaHHUTE OT 517 nauueHTH ¢ HR-nonoxurened, HER2-orpuiarenen asancHpan vnu
METACTATHYEH PaK Ha MJICYHATA 3K/1€32 B paHIOMU3INPpaHOTO npoyusaHe PALOMA3J (Bx. Touka 5.1).
Haii-yectute (=20 %) HexxenaHu peakuHH OT KAKBATO U JAa € CTerneH, ChOoOLUEHH TIp
noAy4asaT QpyaBeCTpaHT B KOMOMHAUHS ¢ NanOoOUMKINO, ca HeYTPONEHHS, IEBK
yMOpa, rajeHe, aHEMus, CTOMATUT, TUAPHUS, TPOMOOLMTONEHHS U MOBPbLHAHE.




HeXeNaHH peakly CTENeH =3 ca HEYTPONEHHU A, TEBKONCHUA, AaHEMHS, HHPEKLUHH, TOBHLIEHH CTORHOCTH
Ha acniapTaT aMmHHoTpaHcdepaza (AST), TpombouHTONEHHA H YMOPA.

B Ta6auna 2 ca npeacraBeHu HexenaHuTe peakuuu or PALOMAS,
MenuaHara Ha NPOABLIKUTENHOCT Ha eKCNO3NIMATA Ha PyBecTpanT ¢ 11,2 Mecena B paMOTO Ha
¢dynBecTpaHT nac naadouuknud v 4,8 Mecena B paMoTO Ha QyJIBECTPAHT AAKOC IIaLEeDO.
MeauaHaTa Ha NpOABJDKUTETHOCT Ha EKCMO3HUHATA Ha Manfoudxnud B paMoTO Ha QYIBECTPAHT MIOC

nagoounknud e 10,8 Meceua.

Tabarua 2

Hexenann peaknuu, 6a3HpaHn Ha AaHHH oT npoyusaneTo PALOMAJ (N=517)

CHcTeMO-OpraHeH Kiac

PDynBecTpaHT +

dyaBecTpaHT + maanedo

YecToTA nanbonaknub (N=345) (N=172)
IIpeanounTal TepMHH" Bcuuku Crenen >3 BeHUKH Crenen >3
CTENeHH n (%) CTENEeHH N n (%)
n (%) (Vo)
Nndexnun o uadecTanuu
Muozo vecmu
Nudexunn® 188 (54.,5) 19 (5,5) 60 (34,9) 6(3,3)
Hapymenusi Ha KPpbBTa H JTHMPHATA CHCTEMA
Muozo yecmu
Heytponenns® 290 (84,1) 240 (69,6) 6 (3,5) 0
JleskoneHus' 207 (60,0) 132 (38,3) 9 (5,2) 1 (0,6)
AHeMHg* 109 (31,6) 15(4,3) 24 (14,0) 4(2,3)
TpombouuToneHus 88 (25,3) 10 (2,9) 0 0
Heuecmu
QelpuiHa HEYTPOIIEHHS 3 (0,9) 3(0,9) 0 0
Hapymienus Ha MeTaboIH3MA H XPAHEHETO
Muoeo wecmu
Hamaned aneTur 60 (17.4) 4 (1,2) 18 (10,5) 1 (0,6)
HapyuieHa HA HEPBHATA CHCTEMA
Yecmu
Hucreysus 27 (7.8) 0 6(3,5) 0
HapymieHnd Ha o4HTe
Yecmu
[ToBuliieHa NaKpUMaLIUg 25(7,2) 0 2(1,2) 0
3aMbrIeHO 3peHHe 24 (7,0) 0 3(1.7) 0
»CyXxo oo™ 15(4,3) 0 3(1,7) 0
PecnupaTOpHA, IPLAHH H MEAHACTHHAJIHN HAPYUICHHH
Yecmu
Enuncrakcuc 25(7,2) 0 4(2,3) 0
CTOMAIRO-YpEeBHH HAPYLUICHHS
Muozo vecmu
I"'anene 124 (35,9) 2 (0,6)
Cromatut™ 104 (30,1) 3(0,9)
Huapus 94 (27,2) 0




[ToBpbinane 75 (21,7) 2 (0,6) 28 (16,3) 1 (0,6)
HapylieHHns HA KOXKATa H MOAKOKHATA ThKaH

Mnoco vecmu
Anoneuus 67 (19.4) NA 11 (6,4) NA
Oo6pusp’ 63 (18,3) 3(0,9) 10 (35,8) 0
Yecmu
Cyxa Koxa 28 (8,1) 0 3(1,7) 0

0014 HApYIIeHA H edeKTH HA MACTOTO HA NIPHIOKEHHE

Muozo vecmu

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

[Tupekcus 47 (13,6) 1 (0,3) 10 (5,8) 0
Yecmu

ACTeHHS 27 (7,8) 1 (0,3) 13 (7,6) 2(1,2)
H3ciienBanus
Muozo vecmu

[loBULIEHH CTOMHOCTH Ha AST 40(11,6) 11(3,2) 13 (7,6) 4(2,3)
Yecmu

[ToBuinesnn croiiHocTn Ha ALT 30 (8,7) 7(2,0) 10 (3,8) 1 (0,6)

ALT=ananun amunorpaHcepasza;, AST=acuaprar amusorpancdepasa; N/n=6poi nauuentn; NA= He € LpHIOKKUMO

Ipe anoyuranuTe TepMuHEH (I1T) ca n3bpoenu ceraacHo MedDRA 17.1.

~Aadexunn” sxnousa scuuku [1T, KouTo ca 4acT oT cHCTEMO-OpraiHua kiac ,,Mudexuuy 1 uHpecTanun®.

~HeyTponesus™ Bknousa cneaunte [TT: aeyTponenus, HaManer Opoi Ha HeyTpoduauTe.

~1eBkonenna” piousa caegnyre I1T: 1eskoneHus, Hamanen Opoit Ha DeUTE KPBEBHHA KNETKH.

HAHeMus' Brmousa cneguute [IT: anemMus, TOHMKER XEMOITOOKH, MOKHKEH XEMATOKPHT.

» FpoMbBoumTOneHna” suousa cneaaute [T rpombouyronenna, naManet 6poi Ha TPOMOOIHTHTE,

-CTOMaTHT" BmouBa crieaHuTe [IT: adrozen cTomaruT. xenuT, FIOCUT, MIOCOIHHHA, AIBH B YCTaTa, BE3MATEHHE HA

nurasuuara, bonka B ycrata, opodapuircaicH auckomMgpopt, opodapurreatna 60nka, CTOMaTHT.

3 ., 06pur" simousa cnegunte I1T: obpuB, Makynonany1o3eH 0OpHB, ChpOALL 0OpHB, EPHTEMATOICH OOPHB, MTayJI03¢H 0OpHB,
ACPMATHT, AaKHECHOPMEH NEPMATHT, TOKCHYEH KOXEH 00PHB.

¥ 0k o w o

Onucanue Ha U3bpaHd HEXETAHH PEAKLIMH

Heymponenus

HeyTponenus OT KaKBaTo W Aa € cteneH ¢e ¢poduwapa npu 290 (84,1 %) naiuueHTH OT NPOYUYBAHETO
PALOMAJ3J3, nonyyapaniy ¢pyJBeCTpaHT B KOMOHHAaUMs ¢ NanbouuiuG; HeyTponeHus CTeneH 3 ce
cbobuiasa npu 200 (58,0%) manuenTy, a HeyTponeHHus cteneH 4 ce crobiana npu 40 (11,6%) nauueHtH.
B pamoto Ha dynsecTpant nmoc nuauedo (n=172), HEyTpofieH|s OT KaKBaToO M Ja € CTEeMNeH ce chobilasa
npH 6 (3,5%) nauueHTH;. Hama crobuietrus 3a HeyTPONEHHS CTENEH 3 ¥ 4 B paMOTO Ha PyJIBECTPAHT
IO rnanedo.

fIpn naumeHTH, NojayyvaBald QyJBECTPaHT B KOMOHHALKA ¢ ManOOUUKIING, MEIMaHATa HA BPEMETO 10
MbPBUA EMTH30[ HAa HEYTPONEHHUS OT KaKBATO € 1a e ¢TeneH € 15 auu (Auanasol: 13-512 gHn), a
MeHaHaTa Ha NPOALKHUTEAHOCTTA HA HEYTPONEHHUA cTeneH >3 € 16 anH. PebprnHa HeyTPONEeHHs Ce
c¢bobulara npu 3 (0,9%) oT nauHeHTHTE, NoMy4yaBally PyNBECTPAHT B KOMOHHALIUA ¢ ManbouuKnnos.

CrobaBaHe Ha NOAO3UPAHH HEXKE/IAHU PeaKLUU
Co001aBanReTO HA NMOJ03NpanH# HeXENaHU PEakUrHy Cliel paspeliiaBaHe 3a ynoTpeba Ha nexapcTBEHHS
MPOAYKT € BayKHO. TOBa 103BoJABA Ja NPOIL/HKU HabNOAeHHETC HA ChOTHOLLEHHETO MON3a/PUCK 34
nekapcrpeHus npoaykrt. OT MEIULHHCKUTE CIEUHANUCTH C€ H3NCKBA 1a CHLOOLIABAT BCAKA NOAO3HPaHA
HeXelaHa peaKilys Ype3 HAUMOHAJHA CHCTeMa 3a chodwaBane KbM ManbiyuTenHara / THAY
nekapcrBara, yi. , Jdamsau ['pyes” Ne 8, 1303 Codms, Ten.: +35928903417, yebcanr, g,}.ls da-bg 0/,7%

| W . \
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4.9 IIpepo3upaune

CpolluerH ca H30JUpaHHd Ciydyan Ha peao3upaHe ¢ QyaBecTpaHT npH xopa. [Ipn npeaosupane ce
MpenopbYBa CHMITOMATHYHO NOAABPXKALLO nedeHue. [1poyuBaHuATa BbPXY dKUBOTHH NPEANONarar, ve
HAMA OPYTH €(PEKTH OCBEH T€3H, OTHECEHHW AMPEKTHO WJIH UHIHPEKTHO KbM aHTHCCTPOreHHATA
AKTUBHOCT NP BHCOKH Q03U HA (PYJIBSCTPAHT (BX. TOUKa 5.3).

5. ®APMAKOJIOTMYHH CBOHCTBA
5.1 PapMakOAHHAMHYHM CBOHCTBA
dapmakotepaneBTHuHa rpyna: EHpoxpuHsa tepanus, Aatuectporenn, ATC kon: LO2BAQ3

MexaHu3bM Ha JeiCTBHE W hapMakOaAHHAMUYHHU €deKTH

QyIIBECTPAHT € KOHKYPEHTEH aHTArOHUCT Ha ecTporeHosuTe peuentopd (ER) ¢ auHUTET, CPaBHHUM C
TO3W Ha ecTpaanol. DynBecTpaHT Onokupa TpodUUHHTE ACHCTBHA Ha ecTporeHuTe, 6e3 Ja Hma
NapLHATHO arOHUCTHHHO (€CTPOreHo-No0A00H0) AeHcTBHE. MeXaHH3MBT MY Ha NCHCTBHUE € CRBP3aH €
NOHHXKEHUE HA HHBATA HA ECTPOreH-PELIENTOPHUSA TIPOTEHH.

KIMHHYHHUTE NPOYYBAHHA MPH NOCTMEHONAY3A/HH XKEHH ¢ NBbPBHYEH PAK HA MbPJATA NOKA3BAT, Ue
dynpsecTpaHT 3HaYuTENHO noHuxasa EP nporenna npu EP nosutuBHH TyMOpH, B CpaBHEHHKE ¢ Mianebo.
CblUo Taka, HAMHIE € 3HAYHTETHO MOHWKEHHE HAa EKCNIPECHATA HA NPOreCTEPOHOBUS PELIENTOP, KOETO €
B CbOTBETCTBHE ¢ JIMNCATA HA NPUCBLUM €CTPOreH-arOHMCTHYHY edekTu. ChlUO Taka, UMa JaHHH, Yye
¢yneecTpanT 500 Mg, NPHUIOKEH NPH NMaLUEHTH ¢ TYMOPH HA MbpAaTa, B YCIOBHATA HA HEOAAKOBAHTHO
NEYEHME, NOTHCKA excnpecunTa Ha ER u Ha mapkepa Ha nposndepauus Ki67 B no-ronama crefnen,
OTKOAKOTO ynBecTpanT 250 mg.

KmHuysa ePpukacHocT ¥ 6e300aCHOCT NpPH aBaHCHPaJ pak Ha Mbpaara

Monomepanus
KnuHH4HO npoy4yBaHe ¢a3za 3 € NpUKHoYKIo Npyu 736 NocTMEHONAay3alHU XXEHH C aBAHCHPAN paK Ha

rppHiaTa, ¢ peLHANB [0 BpEME HA UK CIE/ aJIFl0OBAHTHA CHAOKPHHRA TEparus UK C Mporpecus ciea
EHJOKPHHHA Tepanus 3a asaHcHpano 3adongBatHe. [1poyupaHeTo BKIHOYBA 423 NaLiMEHTH, KOUTO ¢a
MMAJIH PELIHAUB WK NTPOrPeECHA NO BPEME Ha aHTU-ecTporeHoBa tepanus (AE-noarpyna) u 313
MaLHEHTH, KOKTO Ca KMAJIH PELLUAUB KJIH NPOrpecHs MO BPEME Ha TCPANMUS ¢ APOMATAICH HHXHOUTOD
(AHU-noarpyna). IlpoyusaneTo cpasHaBa edrkacHOCTTa ¥ Oe3onacHocTTa Ha dyasecTpaHT 500 mg
(n=362) ¢ Te3u Ha pynBecTpaHT 250 mg (n=374). [TbpBHUHATA KpaliHa TOUKA € NPeXUBIEMOCT Oe3
nporpecus (I1bI1), a K MOYOBUTE BTOPUUHH KPAHHHU TOUKH 33 €PHKACHOCT BKIKOYBAT CTENEH HA
obextuBrO nosaussane (COIT), crenen Ha kauuuuna nonsa (CKII) u obua npexussemoct (OI1).
Pesynaratute ot npoyusaHero CONFIRM no oTHOoweHHE Ha eduKacHOCTTA ca pe3ioMuUpaHy B Tabnuua 3.

Tabnauna 3 Pe3ioMe Ha pe3yITATHTE MO OTHOLIEHHE HA MbLpBAYHATA KpaitHa Touka (ITBIT) u
KJIIOYOBHTE BTOPHYHH KpaliHH TOUKH 3a epuxacHocT B npoyuBaneTo CONFIRM

IIpomMenans MeToa na Fulvestrant Fulvestrant Cpasuernne me; }./’;‘ \H N
a _OLeHKA; N _500 mg ______ZSI}EE_ sstrant 500 o -J’]-Iﬁ r:.ur{-::i.:- o4

FL 4
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TepaneBTH4uHOo (N=362) (N=374) Koed 95% (I p-
CpABHCHHE HIEHEH CTOHHO
T HA cT
R ._ PHCK
MNBI1 Meauaua no
K-M B
MECekH;
Koe(pHIHEHT
HA PHCK
O6110 nanHeHTH 6,5 5.5 0,80 0,68; 0,94 0,006
-AE noarpyna (n=423) 8.6 5,8 0,76 0,62; 0,94 0,013
-AH noarpyna (n=313)" 5,4 4,1 0,85 0,67, 1,08 0,195
oI1¢ Meauana no
K-M B
MecelH;
KOe(pHUHEHT
Ha PHCK
Q0o nanHeHTH 26,4 22,3 0,81 0,69; 0,96 0,016°
-AE noarpyna (n=423) 30,6 23,9 0,79 0,63; 0,99 0,038°
-AHU noarpyna (n=313)" 24,1 20,8 0,86 0,67; 1,11 0,241°
MpoMennus MeToa Ha Fulvestrant  Fulvestrant CpaBHeHHe MeXKRY rPYNHTE
a OLleHKA; 500 mg 250 mg (Fulvestrant 500 mg/Fulvestrant 250 mg)
TepaneBTHuYHO (N=362) (N=374) AGcoa10THA 958% (I
CpaBHEHHe pa3iHKa B
ST L _ Yo
COII" %Y nauHeHTH
¢ 00eKTHBeH
OTroBOp;
abconwoTha
pazanka B %
06110 nauxenTH 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
CKIJ* % NalHeHTH
¢ KII;
abconwTHA
paakka 8 %
O06wo naillHeHTH 45,6 39,6 6,0 -1,1; 13,3
-AE noarpyna (n=423) 52.4 45,1 7,3 -2,2; 16,6
-AH noarpyna (n=313)" 36,2 32.3 3.9 -6,1; 15,2

Tepanua. Pesyaratute ot AHU-noarpyna e ¢a yde ZMTeNHHU.

ﬂ)yﬂBECTPHHT € NOKA3aH ITPH NANUCHTH, KOHTO Ca UMATH DEUHAHB HIKH NTPOrpeCcHd Mo BpEME HA aHTU-CCTpOIrCHOBA

6 [lpencrapenuTte 3a Ol nannu ca 0T OKOHYATETHUTE aHATHIH 38 NPSKHUBAEMOCT IIPH rOTOBHOCT 75%.

g HoMuHanHa p-ctoiinoct 63 aa ¢e nNpasd yTOMHABAHE 34 DA3NIMYMHATA TPH CPARHEHHE MEKIY MhPBOHAYATHHTE AHAITH3H
3a 00118 NPEKHUBACMOCT NPH NOTOBHOCT 50% 1 0OHOBCHHTC aHATH3H 32 MPCKMBACMOCT NIPH NOTOBHOCT 75%.

J COII € oueHena Mpy NalMESHTHTE, NPH KOHTO € OHI0 BE3MOMKHO 11a C€ OLECHH ROBIMABAHETO HA M3XOOHO HHBO (T.€. IPH

NALHEHTHTE € KIMEPUMO 3aboniaBaHe Ha H3X0AHO HHBO; 240 naumeHTH B rpynara Ha ¢yneecTpanT 500 mg u 261

NALKMEHTH B rpynara Ha ¢ynsectpanT 250 mg).

s IMaunenty ¢ Hafi-a00po 0OCKTMBHO NOBJIHABAHE HA MLAHO [IOBJIKWABAHE, YACTHYHO NOBIMABAHE WK CTA0MIHO

3abongasaHe =24 ceMHLA.

I1BI1: npexussemoct 6es nporpecus; COIl: crenen Ha obexThBHO nopnuseane; CKIT: creneH va knHupgda gy

knvuH4Ha noea; Ofl: obima npexusaemoct; K-M: Kannan Maitep; Cl: nosepurenen nutepean; AW /abpdatas

AE: aHTuHecTporeH.
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Enxo paHAOMH3MPAHO, ABOKHOCIANO, KOHTPONHPAHO C NBOKHHO Maiuedo, MHOrOLEHTPOBO NMPOYYBAHE
daza 3, ¢ pyneectpanT S00 mg cnpamo anactpo3on | mg, € NpoBeASHO NMPH MOCTMEHONAY3AAHH KEHH C
ER-no3ntuBeH H/unu PgR-no3uTUBeH JIOKANHO aBAHCHPAIT WA METACTATHYEH PaK HA MJIEUHATA XKJie3a,
KOHTO NpPEeAXOHO He ¢a OuNM NeKyBaHU ¢ XOpMoHanHa tepanysa. Qoo 462 nauMeHTKH ca
PaHIOMH3UpAHH B ChOTHoLIeHHe 1:]1 aa nonmyvarar nocnegosarento gpynsectpadt 500 mg unu

aHacTposon | mg.

PanaoMu3zaumaTa e cTpaTuduliMpaHa no tdna Ha 3abonssaseTo (TOKaJHO aBaHCHPA HIH METACTATHYEH),
MpeRXORHA XUMHOTEPAIIMS 3a aBaHCHpao 3a00a5BaHE U UBMEPHUMO 3aD0NABAHE.

[TepByYHaTa KpaiiHa TOYKA 33 €HHKACHOCT Ha MPOYYBAHETO € OUECHEHATA OT U3CIEAOBATES
npexusaeMocT 0e3 nporpecus (I1BI1), ouenena cbobpasno ¢ RECIST 1.1 (KpuTepuu 3a oueHka Ha
MOBJIMABAHETO NPH COJKHAHH TyMOpH [Response Evaluation Criteria in Solid Tumours]). Kniouosure
BTOPHUHH TOUYKH 33 epukacHOCT BrIIOYBAT 0011a npexxcuBseMocT (OlT) ¥ creneH Ha o6eKTHBHO

noenuasane (COIT).

[Ip¥ nauHeHTKHTE, BKIIOYEHHW B TOBa MPOYYBaHe, MEAHARATA HA BL3pacTTa € 63 roaMuy (AxanasoH 36 xo
90 roanuy). [No-rongmara uacT ot nauventkure (87,0%) ca ¢ MeTacTaTH4YHO 3a00nNABaHE HA U3XOAHO
HHBO. [leTnecer u net npoueHTa (55,0%) OT NALIMEHTKHUTE Ca C BUCUEPANTHH METACTA3H HA H3XOJHO HHBO.
O6wo 17,1% OT NaUeHTKUTE MPEAXOAHO Ca NPEMUHAIH XUMHOTEepaneBTHYEH PEXKHM 32 aBaHCHPaNo
zabonsaBane; 84,2% OT nauMeHTKHTE HMAT H3MEPHMO 3a00NsBaHE,

CnOTBETCTBAIUM Pe3yATaTH ¢¢ HabniogaBaT B [O-roJ1sMaTa 4acT OT npeiBapUuTe/IHO ONpPENCICHUTE
MOArPYIH NAalUEHTKH. B noarpynara nalHedTKH, MNPpU KOUTO 3a00/SIBaHETO € OTPAHHYEHO [0
HeBHcHepanHH MetacTasy (n=208), koeduumeHTsT Ha puck (HR) e 0,592 (95% CI: 0,419; 0,837) B
paMoTO Ha QYyNBECTPAHT, B CPABHEHHE C paMOTO HA AHACTPO30N. B noarpynara Ha NalKEHTKHTE C
BHcUepanHu Mertactasd (n=254), HR e 0,993 (95% CI: 0,740; 1,331) B paMOTO Ha {pyNBECTPAHT, B
CpaBHEHHE ¢ paMOTO Ha aHacTpo3od. Pesynrtatute 3a edukacHocT ot npoy4usaneto FALCON ca
npeacTaBeHH B Tabnutia 4 m purypa 1.

Ta6anna 4 Pe3zrome HA pe3yJTaTHTE 33 NLPBHYHATA Kpadina Touka 3a edpukacHocT (I1BII) u
KJIIOYOBHTE BTOPHYHH KpaliHH TOMKH (OLEHKA HA H3caeN0BaTeNd, intent-to-treat
nonynauns) — npoyusane FALCON

Fulvestrant Anastrozole
500 mg | mg
(N=230) (N=232)
[IpexuBseMoct O6€3 nporpecus
bpoii cnyyau Ha [1BIT (%) 143 (62,2%) 166 (71,6%)
Koepuunenr Ha puck 3a [1bI] HR 0,797 (0,637-0,999)
(95% CI) u p-cTOHHOCT p=0,0486
Menawana na I'lbI1 [Meceuu 16,6 (13,8; 21,0) 13,8 (12,0; 16,6)
| (95% CD)]
bpoii ciyuau Ha OIT* 67 (29,1%) 75 (32,3%)
KoeduuuenTt Ha puck 3a Ol HR 0,875 (0,629-1,217)
(95% CI) u p-cToHHOCT p=0,4277
COIT** 89 (46,1%) 88 (44,9%) //.
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ChOTHOILLIEHHE HA LIAHCOBETE 3a OR 1,074 (0,716-1,614)
COII (95% CI) u p-cToiHOCT p=0,7290
Menuana Ha I1I1 (meceun) 20,0 13,2
CKIl 180 (78.3%) 172 (74,1%)
CHOTHOLLUEHHUE Ha LIaHCOBeTe3a OR 1,253 (0,815-1,932)
CKIT (95% CI) u p-cToOHHOCT p=0,3045

* (31% o1 naaHHPAHOTO BpeMe HA NPOoC/IeasBane) - HeOKoOH4YaTeen anaans na Oll

e NPH NAUHEHTKH ¢ H3IMEpHMO 3a0o.1siBane

®urypa 1 Kpueu Ha Kaplan-Meier 3a npexkuBsieMocT 0e3 nporpecusi (OneHKa Ha H3cjiegoBaTeis,
intent-to-treat nonyjanusa) — npoyusane FALCON

L1}

BepoaTHocCT 3a (bl

 ———

L1
FsassasBiBess e

Bpeme oT paHaoMH3HpaHe (MeceLH)

IJIEHEHHE —— Fulvestrant 500 me (N=230) Anastrozole 1 me (N=232)

Bpoi Ha NauneHTUTe B PUCK:

FULS00 230 187 171 150 124 110 96 81 63 44 24 11 2
ANAS]1 232 194 162 139 120 102 84 60 45 31 22 10 0

J1Be KJIMHWYHU npoyuBaHus (a3a 3 ca NPUKITOYHIU NPH 001110 851 NMOCTMEHOMNAY3aHH KEHH C
aBaHCHpaJl paK Ha rbpAaTa, KOMTO ca HMaJIM peLH/IMB Ha 3a00/1IBaAaHETO 10 BPEME Ha HIIH ClIe]
aJlIl0OBAaHTHA EHAOKPUHHA Tepariusi, Hiu MPH MPOrpecus Cjiejl €HAOKPUHHA TEpanus 3a HarnpeaHallo
3abonaBane. Cenemaecer v celem npoueHTa (77%) ot u3cieaBaHara nonyjanus ca MMajld €CTPOreH-
peELEnTOop MO3UTUBEH paKk Ha repaara. [IpoyuBaHusita cpaBHsBaT 0€30MacHOCTTa U e(PUKACHOCTTA HA
MECEYHOTO Npuarade Ha pyasectpaHT 250 mg cpelly exXeAHEBHOTO Nnpujarade Ha 1 mg aHacTpo30.1
(apomaraseH HHXHOHUTOP). KaTto usio, ¢pynsectpant B 103a 250 mg MeceyHo e ToJIKoBa euKaceH,
KOJIKOTO aHacTpOo30J1, M0 OTHOLLIEHUE HA NPEXKUBIEMOCT 0€3 NMporpecus, 00EKTUBEH OTIOBOP U BpeMe Ha
npexuBsiBaHe. HiMa CTaTUCTHYECKH 3HAYUMU Pa3/IMKHU [1PU BCEKU OT TE€3M KpailHU TOYK
MEXK/y JIBETE TepaneBTHYHU rpynu. [IbpBUyHaTa KpaliHa TOUKa € NpeXUBAEMOCT Oe3
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KoMOMHUPaHHAT aHaNn3 Ha JBETE MPOYYBaHUs NoKa3Ba, uye 3abonssaHero e nporpecupano npu 83% ot
NoAy4YaBaIMTE QyNBECTPAHT MALHEHTH, B CPAaBHEHUE ¢ 83% OT MOJyYyaBalUTE aHACTPO3CA NALHEHTH.
KoMOHWHHPaHUAT aHANH3 HA ABeTe NPOYyYBaHKA NOKa3Ba, Ye KOSPUUHEHTHT HA PHCK 32 NPEXUBAEMOCT
6e3 nporpecud npu pynsectpaut 230 mg cnpamo anactposol e 0,95 (95% C1 0,82 no 1,10). Ilpu
dynsecrpanT 250 mg obekTrBHOTO NoBauaBaHe € 19,2%, B cpaBHenue ¢ 16,5% npu anactposon.
MeniaHaTta Ha BpeMeTO Ha NpexkuBaBaHe € 27,4 Mecena 3a NeKyBaHUTe ¢ pynBECTPAHT NauWeHTr H 27,6
MECELd 32 JIEKYBAHHTE C aHACTPO304 NauueHTH. KOSPUUHESHTHT Ha pUCK 3a QynBecTpaHT 250 mg,
CNpSMO aHACTPO30, NO Nnoxaszaresis BpeMe Ha npexusssane € 1,01 (95 % C1 0,86 a0 1,19).

Kombunupana mepanus ¢ nanboyuraub

Enxo dasza 3, MexkayHapOaHO, paHIOMHM3HPaHO, ABOHHOCAANO, NapaNeHO-TPyNnoBO, MHOIOLEHTPOBO
npoyuBaHe Ha ¢ynsectpant S00 mg mioc nandounkand 125 mg, cnupsiMo gyiasectpadT 300 mg nimoc
nnauebo, e nposeaeHo npH xenu ¢ HR-noroxkunrenes, HER2-orpuuarenen nokanno asascupan pak Ha
MJIEYHATA XJIe3a, HEMOAJEXALll HA Pe3eKIUS KK NbUeTepanis ¢ neuedHa uen uau METacTaTUUEH pak Ha
MJIEYHATA #JIC3a, HE3aBHCHMO OT TEXHHS MEHONAY3a/IcH CTaTyC, YHETO 3a00N8BaHe € NpOrpecHpano crexn
npenxoaHa CHAOKPUHHA Tepanus npu (Heo)aAoBaHTHA TEpanusi UM METACTATHYHO 3aDonABaHe,

0610 521 npe-/nepu- ¥ MOCTMEHONAY3ANHYU XKEHY, NTPH KOKUTO € HACTBNKJIA NPOTPECHA NO BPEME HA HITH
B paMKHMTE Ha 12 Mecela OT 3aBbPLIBAHETO HA aK0BAHTHATA EHAOKPHHHA TE€panus, UK MO BpeMe Ha HIH
B paMKHTE Ha 1 MeceL OT NpeaxoHa eHROKPHHHA Tepandd 3a apaHcupano 3abosssane, ca
PaHIOMH3UPAHU B CbOTHOLIEHUE 2:1 HA QyNBECTPAHT NOC nanbouruknnd, uiau GyaBecTPaHT MIHOC
riane6o, U ca ctpatHUUUpaHy NO 1OKYMEHTHPaHa YYBCTBUTESHOCT KbM NPEAXO/IHA XOPMOHAIHA
TEpAINHA, MEHONAY3aleH CTaTyC NPU BKJIOYBAHE B NPOYUBAHETO (Npe-/NepH- CNPAMO
NOCTMEHONAay3aNnH) H HaIMYKUe Ha BUCLEpanHW MeTacTasu. [1pe-/nepuMeHonay3aiH|Te )KCHU NOAy4aBaT
LHRH arouaucra rozepenun. [Taunenrty ¢ apaHcHpano/MeTacTaTU4HO 3ab0sisBaHe, CUMITTOMATHYHMY, C
BUCLIEPANHO pa3NpOCTPAaHEHNE, H3NOKEHN HA PUCK OT HMHBOTO3ACTpallaBallii YCI0XKHEHHS B
KpaTKOCPOUEH M1aH (BKIKYUTEAHO NaLHEHTH ¢ MACHBHH HEKOHTPOJIUPAHHU W3JTUBY |[NNEBpaNcH,
NMEPHKApPACH, epuToHeancH |, benoapodbed nuMmdanrut u Haa S0% yeproapobHO 3acArane), He ca
OTroBaps/IH HAa YCIOBHATA 3a BKJIKOYBAHE B [TPOYYBAHETO,

[TaueHnTHTE NPOAB/DKABAT JA NOAYYABAT ONPEALNCHOTO Je4eHUEe 10 OOEKTUBHA NPOrpecus Ha
3a00JItBAHETO, BJIOMLIABAHE HA CUMIITOMHUTE, HEMPUEMITHBA TOKCHUYHOCT, CMBPT M/TH OTTETJISHE HA
CbIIIaCHETO, KOETO BB3HHKHE NBPBO. He ce Aonycka KpbCTOCBaHe MEXIY TepaneBTUYHUTE paMeHa.

H3sxonnunTe geMorpadicki v NnporHOCTHYHH XapaKTepPUCTUKHM HA NALUMEHTUTE B paMOTO Ha (yJIBECTPAHT
uToc NanbouuKIud U paMoTo HA dynsecTpadT Nakoc muauedo ca cxonnu. MeanaHnara Ha BB3pacTTa HA
NalMEHTUTE, BKIKOUEHH B TOBA MPOyUYBaHe, ¢ 57 roaHy (1nana3on 29-88). BnB BCAKO TepaneBTUUHO
pPaMo MOBEYETO OT MALMEHTHTE Ca OT EBPOINCHAHATA paca, HMAT AOKYMEHTHPaHa HyBCTBHTEJIHOCT KbM
NpeaxoaHa XOpMOHANIHA Tepanus U ca nocTMeHonay3andu. [Ipubauzurenno 20% ot nanueHTUTE Ca npe-
/nepumeHonay3antiid. Bcuuku naluMeHTH ¢a nosyyaBaid NpeaxoAHa CHCTEMHA Tepanus ¥ OBEUYETO
NAlHEHTH BbB BCAKO TEPANEBTHYHO PaMO ca Nony4aBali NpeaxoJeH XMMHOTEPalcBTHYEH PEXKHM 32
CcBOSTA OCHOBHA auarHo3a. [loseue ot nonosuHara (62%) uMart pyHkuoHaleH cratyce 0 No ckanara Ha
Usrounara kooneparusHa rpyna no ovkonorug (ECOG), 60% uMat sucuepanHu MeracTasy, a 60% ca
MONy4aBaju nopeve ot | npeaxoneH XOpMOHANEH PeXUM 33 CBOATa OCHOBHA JAMarHosa.

[I'spBHYHAaTA KpaliHa TOYKA HA NTPOYYBAHETO € OUeHeHaTa oT yu3caeaosatens I1bI1, } ‘ W
RECIST 1.1. [looaspxaiuure ananusn Ha I1BbI1 ca 6a3upann Ha He3aBHCHMA LEHPAa : &
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peHTreHoBO u3cneapatue (Independent Central Radiology Review), BropruuHute kpaitHH TOYKH BKNIOYBAT
obexTuaeH otrosop, CKII, obma npexussemoct (OI1), bezonacHocT v BpeMe 10 BJOIIABAHE NPH KpaHHa
TOYKa OOnKa.

[Ipoy4BaHeTO NOCTHra NbPBUYHATA KpaiiHa TOYKA 3a Y 'h/KABaHE Ha OlicHEeHA oT nacieaosarens [1bi1
IPH MEXIWHHKA aHanu3, nposeacH npH 82% ot nnanupanute [1bI1 cubuTha; peayntaTnte npeMHHaBaT
NpelBapUTEIHO ONpeReNeHaTa rpaHiua Ha eduxacHoct Ha Haybittle-Peto (0=0,00135), nemoHcTpupalixu
CTATHCTUYECKH 3Ha4UMO yabibkaBaHe Ha [1bI1 u kikHKuYHO 3HaYUM TepaneBTUyeH edekT. [lo-akTyanHu
JaHHH 3a ePUKACHOCT Ca NpPEACTaBEHU B Tabnuua 3.

Cnen MeavaHa Ha BpeMETO 3a npocieasBaHe 45 Mecella okoR4aTeNHUAT aHanu3 Ha Ol e U3BbpLICH Bb3
ocHoBa Ha 310 cuOutuga (60% o1 panaomuznpanuTe naumeHTH ). Habmoaasa ce 6,9-MeceuHa pasiivka B
Megnanata Ha Ol B pamoTo Ha nanbouuknué nnoc gynBecTpaHT CPaBHEHO ¢ IIALED0 AMI0C
¢ynNBECTPaHT; TO3H PE3yJITaT HE € CTATUCTHYECKH 3HAYUM NPU NPEABAPUTENHO ONPEAECTIEHOTO HHBO HA
34a4yumocT oT 0,0235 (1-ctpaHHo). B pamoTo Ha nnauedo noc pynsectpalt 135,5% ot
pPaHAOMHM3HPAHKHTE NauKMeHTH nonyuasaT nandouuknud U Apyrd CDK HHXHOMTOPH (LMKAHH-3ABUCUMH
KHHA3HU HHXWOHUTOPH ) KaTo nocie/Balio NeueHHe Clek Nporpecus.

PesyaraTdTe OT OLUEHEHUTE OT H3caeosatens gaHHH 3a [1bl1 n xpadinarta OI1 ot npoy4saneTo

PALOMAS3 ca npencrapeny B Tabnuua 5. CrorBeTHHTEe KpHBH HAa Kaplan-Meier ca noka3zanu na Qurypu
2u3.

Tabinua 5 PesyaTaTn 3a epukacnoct — npoyusane PALOMASJ (ouenka Ha uacienosareds, intent-
to-treat nonynanus)

AKTyalH3dpaH aHATH3
(3aTa Ha 3aKJ0uYBaHe Ha 6a3aTa naHuH 23 okTomMBpH 2015 1)
Fulvestrant + nanbouuxnub Fulvestrant + nianebo
(N=347) (N=174)
IIpesxxnBReMocT 0€3 nporpecus
Menunana [meceuy (95% CI)] 11,2 (9,5, 12,9) 4,6 (3,3, 5,6)
Koedmuuent Ha puck (95% CI) u 0,497 (0,398; 0,620), p<0,000001
_p-cro#iHOCT
Bropuunu KpaHiHH TOUKHY
Obexrnsen orroeop [% (95% 26,2(21,7;31,2) 13,8 (9,0; 19,8)
CI)
Oﬁi_KTHEEH OTrOBOP (M3MEPUMO 33,7 (28,1; 39,7) 17,4 (11,5; 24,8)
3abongpane) [% (95% CI)]
CKII [% (95% CI)] 68,0 (62.,8; 72,9) 39,7 (32,3; 47,3)
Kpaiina o0liua npesusaemMocT
(OIT) (naTa Ha 3aK/110YBaHE HA
Oasara ganHu 13 anpun 2018 r.)
Bbpoii cubutusa (%) 201 (57,9) 109 (62,6)
Menuana [Meceun (95% CI)] 34,9 (28,8, 40,0) 28,0 (23,6, 34,6)
KoepunuueHnr Ha puck (95% CI) n 0,814 (0,644, 1,029)
p-cToHHOCTT p=0,0429%*

CKIl=crenen Ha KiMHW4Ha nonza; CI=nosepurenen nurepsan; N=6po#i nausent; OR=o6ekTHBeH 0TroBop PesyaraTure ot
BTOPHYHHTE KPaifHH TOYKH Ca Bh3 OCHOBA HA NOTBBPACHH H HENOTBLP/AEHH OTTOBOPH Chrnacho REC
* be3 crarMcTHYEcKa 3HAYHMOCT
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T l-cTpanHa p-CTOHHOCT OT JIOrapMTMHUYHHS TECT, CTPATH(ULIMPAH 32 HATHYHE HA BUCLIEPAIHH METACTA3H U 1YBCTBUTC/IHOCT
KbM [PEAX0aHa €HI0KPHHHA TEpAIMs, 10 palI0oMH3aLMA.

®urypa 2 Kpusu Ha Kaplan-Meier 3a npexxuBsieMocT 0e3 nmporpecus (OLeHKa Ha H3cJIeoBaTe I,
intent-to-treat nonyjanus) — npoyusane PALOMAJ (1aTa Ha 3akiiouBane Ha 60azara
AaHHHU 23 okTOoMBpH 2015 1)

100 — NanooLUKIHOHPyIBECTPAHT
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FUL=¢ynsecrpanTt; PAL=nanbounkand; PCB=nnauebo.

HabnroaaBaH e HaMaseH pUCK OT Nporpecus Ha 3a00JSBAHETO MM CMBPT B paMOTO Ha (PyJIBECTPAHT
[1JIHOC NaIOOUMKIUO BbB BCUYKH OT/€HHU MOArPYNU NalMeHTH, Ae(pUHUpPAHU O CTPAaTU(PUKALIMOHHUTE
(aKTOpH M U3XOAHUTE XapakTepUCTHKH. ToBa € BUAHO Npu npe-/nepumeronay3aniu xedu (HR 0,46
195% C1: 0,28; 0,75]) v noctmenonay3aiuu e (HR 0,52 [95% CI: 0,40; 0,66]), 1 nauMeHTH
BUCLEepaJIHO MeTacTtaTtHyHO 3a0onsBaHe (HR 0,50 [95% CI: 0,38; 0,65]) ¥ HeBUcLEpaHO METACTATHYHO
3abonsBane (HR 0,48 [95% CI: 0,33; 0,71]). [los3a ¢bL1o € ycTaHOBEHA HE3aBUHCUMO OT JIMHUHMTE Ha
Npeaxo/iHa Tepanus B ciyyal Ha metacrtasu, HezaBucuMo aanu O (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]), uau >3 nuuuun (HR 0,59 [95% CI: 0,28;
1,22]).

Figure 3. Kpusu na Kaplan-Meier 3a o01a npexuBsiemocT (intent-to-treat nonyjaanusi) —
npoyuBane PALOMAJ (naTa Ha 3ak/l0uBaHe Ha 0a3aTa nannu 13 anpua 2018 r.)
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JIONBJIHUTETHH U3MEPHUTENH 32 e(DUKACHOCT (OOEKTHBEH OTTOBOP U BPEME 10 TYMOPEH OTIOBOP),
OLICHEHHU B NOJArpyrnara rnauMeHTH ¢bC WK 0€3 BUcLepalHo 3adondaBane, ca nokasaHu B Tadsuua o.

Tabauua 6 Pesyiararu 3a epuKaACHOCT NIPH BHCLEPAJIHO H HEBHCLIEPAJIHO 3a00/11BaHe OT
npoyuBaneto PALOMAZJ (intent-to-treat nonynanus)

Bucuepaano 3abosisBaune HeBucuepaano 3abosisiBaHe
DyBeCcTpaHT DyIBeCTPAHT DyBeCTPAHT Dy IBECTPAHT
J110¢ IJ1K0C I1anedo IJIKOC IJIKOC MJ1anedo
NaJ00HKIND (N=105) naJg0oOMHKIHO (N=69)
(N=206) (N=141)
Ob0eKkTHBEH 35.0 13,3 [ 3,2 14,5
otroBop |% (95 (28,5; 41.9) (7,5;21,4) (8,3; 20,2) (7,2; 25,0)
% CI)]
Bpeme 10 3.8 5.4 3,7 3,6
TYMOpE€H (3,5:16,7) (3,5;16,7) (1,9; 13.7) (3.4;3.7)
OTroBop,
Meauana
IMmecenn
(1namason)|

*Pesynraru 3a OTrOBOpP, OCHOBAHH HA MOTBBLPJIEHH U HENOTBBPAEHH OTTOBOPH.
N=0poii nauuenTu; Cl=10BE€pUTEIEH HHTEPBAIL.

CboOuieHuTe OT NalMeHTHTE CUMIITOMH Ca OLIEHEHH Ype3 U3MoJi3BaHe Ha BbIIPOCHHKA
OpraHu3allus 3a u3clie/iBaHe U evyeHue Ha paka (European Organization for Researc
Cancer, EORTC) 3a kauectBo Ha xuBOT (quality of life questionnarie, QLQ)-C30 u
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pak Ha mieuvHaTa xkne3a (EORTC QLQ-BR23). O61uo 335 nauneHTH B paMoTO Ha QyIBECTPART ILTIOC
nandouukud M 166 nauUeHTH B paMOTO Ha QynBecTpaHT naroc miaueto ca nonbAHKUAH BLIPOCHHUKA Ha
U3XO0AHO HHUBO, # MPH NTOHE €HO NOCELEHUE C1e] H3XOAHO HHBO.

Bpemero a0 BioOlLaBaHe € NpeiBapHTENHO ONPEAENEHO KaTO BPEMETO MEXKY U3XOJHOTO HHBO H MbpBaTa
NosiBa Ha yBeJHYeHHUE > 10 TOYKH CnpsAMO U3XOAHOTO HUBO B CKOPOBETE Ha CHMIITOMA DOJIKA.
JobaesHeTo Ha NANOOUMKIHO KbM (PYIBECTPaHT BOAHU A0 101324 MO OTHOUIEHHE HA CUMIITOMUTE 4Ypes
3HAYUTEIHO YABJDKABAHE HA BPEMETO [0 BROLLIABAHE HA CUMITTOMA 0ONKa B CpaBHEHMUE ¢ Py IBECTPAHT
naroc naauedo (meanana 8,0 mecena conpsamo 2,8 mMeceua; HR 0,64 [95% ClI: 0,49; 0,83]; p<0,601).

Egexmu svpxy nOCIMMeHONay3anHus eHOOMEempuym

[IpeAKNUHWYHUTE NaHHU HE NMPEATONAaraT CTHMYnpall €QekT Ha ¢pynBecTpaHT BbpPXY
MOCTMEHONAY3ATHUA CHAOMETPHYM {BX. TO4KA 5.3). /IByceAMHMHO nNpoyyBaHe NpH 31paBH
TOCTMEHONAaY3aJIHH XXeHH 1o0OpOoBONILH, NEKYRBaHY ¢ 20 micrograms eTHHHAECTPAAHON JHEBHO, NTOKA3BA,
ye npeaBapHTenHa Tepanus ¢ gpyasectpadHTt 250 mg BOAH A0 3HAYHTCTHO MOHMXEHA CTUMYNALINS HA
MOCTMEHONay3anHHA €HAOMETPUYM B CPAaBHEHHE C TPEABAPUTEIIHO TPETUPAHE C Niianedo, YCTAHOBEHO
ype3 yJITPa3BYKOBO H3MEPBAHE Ha JebenMuHaTa Ha €HAOMETPUYMa,

HeoaaroBaHTHOTO JieYeHHEe ¢ NPOALIKHUTENHOCT A0 16 ceAMUIIK, NPH NALMEHTKH C PaK Ha rbpAATa ¢
¢ynsectpadt 500 mg unu pynasectpaHT 250 mg, He BOAM A0 3HAHUMH NTPpOMEHH B AebenHHaTa Ha
€HIOMETPUYMA, KOETO IOBOPH 3a JIMNCA HA arOHU3bM. HaMa JaHHU 3a HexXeNaHY peaKliiy MO OTHOLIEHHE
Ha €HAOMETPHYMA, NPH MPOYYBAHHUTE MAUMEHTH C paK Ha rbpAaTa. HaMa naHHM no OTHOLLIEHKE Ha
MOPGONOTrHATA HA €HIOMETPHYMA.

[Tpu aBe kpaTkOCpouHH npoyuBaHus (1 U 12 ceAMULIM) TPK MPEMEHOIAY3aIHH NALHEHTKH €
A0OPOKaYeCTBEHO THHEKONOrHYHO 3abosaBane, MeXAY rpynuTe Ha dynsecTpadT M naauebo He ca
HaOnMogaBaHy 3HaUYKHMH Pa3IMKH B €XoTrpadcKH U3MepeHarta aedelinHa Ha CHAOMETPUYMa.

Egexmu svpxy xocmume

HaMa ABJIMOCPOUHH KIIHHUYHH NAaHHM 3a eeKTa Ha (PyNBECTPAHT BbPXY KOCTHTE. Heoa foBaHTHOTO
JeYeHHe C NPORABIDKHTENHOCT 40 16 ceaMHULH, NPH NAUUEHTH C pak Ha repaaTa ¢ pynsecrpadt 500 mg
KIU pynBecTpaHT 250 mg, He BOAU 10 KIWHUYHO 3HAYUMHU MPOMEHH B CTOHHOCTHTE Ha CEPYMHHTE
MapKepH Ha KOCTHHSA ThbPHOBLP.

[lennaTpy4Ha NOMy,/1alMs

OyABECTPaHT HE € NoKa3aHl 3a ynorpeba npy acua. EBponeidickaTa areHiids No JiekapcTBaTa ocBoboxaaBa
OT 38ABIDKEHHETO 3a MPEAOCTABSHE HA PE3YJITATHTE OT NPOYYBAHUATA C (PYNIBECTPAHT BbB BCHUKH
MOArpyNH Ha NeAHaTpyu4HaTa nomnynauqsa 3a pak Ha repaara (BxK. Touka 4.2 3a HH(pOpMaLHA OTHOCHO
neaMaTpuyHaTa ynorpeda).

OTKpHTO Mpoy4Bakne ¢asa 2 mpocneasBa Oe30NacHOCTTa, ePHKACHOCTTa B (papMaKOKHHETHKaTa Ha
dyneecTpaHT, npu 30 MOMHYETA HA Bb3pacT OT 1 10 8 roAMHH, ¢ NPOrpecHBEH NpexaeBpeMeHeH
mybeprert, CBbp3aH cbe CUHAPOM Ha McCune Albright (MAS). [leanatpiuHKTE NAUMEHTH Ca F0NYYaBAH
4 mg/kg MeceyHa URTpaMyCKyJiHa Ao3a ¢ynsecTpaut. ToBa 12-MeceuHO NpOyUYBaHE € npocaequiio Habop
OT KpaitHn TOYKH Ha MAS M nokassa penyilupaHe 4eCcTOTaTa Ha BATMHANHO KbPBEHE, H pe
CKOpOCTTa Ha YBEJIHYaBaHE Ha KOCTHATA Bb3pacT. Hal-HHCKUTE nia3MeHn KOHUEHTpaLUu
(pynBecTpaHT B CTALMOHAPHO CHCTOSHMUE MPH JELa B TOBA NPOYYBAHE ¢a CbH3MEPHMH
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BB3pACTHHU (BK. TouKa 5.2). HaMma HOBH cBOOpakeHuA 32 OE30MaCHOCTTE, Bb3HUKHAMM B PE3YTAT HA TOBA
MAJIKO MpOYyuBaHe, HO BCE QLIS HE €A HAJIMYHH S-TOAUILHUTE AAHHH.

5.2 dapMaKkoKHHETHYHH CBOHCTBA

Abcopbuus

Cnea NpunoKEHHE HA AbArOACHCTBALLHA (PYJIBECTPAHT KATO HHTPAMYCKYIIHA HHXKEKLHA, QYyJIBECTPAHT ce
pe3opOupa 6aBHO, 4 MAKCUMAJTHUTE MNAa3MEeHH KOHLUEHTpaUuH (Crax) C€ AOCTHIAT Clie] OKOJIO 5 M. [pu
npunoxenue Ha ¢pynsectpanT S00 mg, owe npe3 NbPBUS MECEL, CE JOCTUTAT €KCIO3HLHH, PaBHU HA WK
OnU3KK A0 Te3M, NpH CTauUoOHApHO cheTosHue (cpeadu [CV]: evorseTHo AUC 475 [33,4%)] ng ann/ml,
Cmax 25,1 [35,3%] ng/mi, Cyin 16,3 [25,9%] ng/ml). Hpy cTaunHoHapHO ChCTORHUE, NAa3MEHATA
KOHUEHTpaLH1sa Ha QyNBECTPAHT C€ MOAXbPKA B CPABHUTEIHO TECEH JHaNa3oH, ¢ Npubausurenqo no 3-
KpaTHA pa3JidKa MEXJy MAKCMMAJTHUTE U Hali-HUCKUTE KOHUEHTpauun, Cnes MHTpaMyCKYyJTHO
MPHIOKEHNE, EKCNO3UHHUATA € MPHONH3IUTENHO MPONOPHHOHAHA Ha 103aTa B IO30BKHA AHanaioH ot 50
a0 500 mg.

PasnpeneneHue

dyasecTpaHT UMa Obp30 K WIKMPOKO pasnpeacnenue. ['onemusr npusuaeH obem Ha pasnpeaeneHue (Vdss)
PR CTALHOHAPHO CbCTOAHUE - NpHONu3uTenHo 3 ac 5 I/kg, npeanonara, ye pasnpeeIeHYETO € FIaBHO
£KCTPaBACKYJAPHO.

DynBecTPaHT ce CBBLP3BA B rojsiMa crenek (99%) ¢ nnazmMeHuTe npoTeHHH. JIMNONpOTeNHHTE C MHOTO
HUCKa nAbTHOCT (VLLDL), munonporennure ¢ Hucka nabTHOCT (LDL) # tMnonpoTrenHuTe C BHCOKA
nasTHOCT (HDL) ca rnaBHuTe CBbp3Ballly KOMNOHEHTH. He ca npoBeieHH npoy4BaHUA 3a
B3aHMOAEHCTBHA HA KOHKYPEHTHO CBBP3BAHE KbM NPOTEUHHU. He e onpenencHa ponara Ha CBbP3BALLHA
NoNoBUTE XOPMOHH rodynnH (SHBG).

buotpancgopMauus

MeTabonu3MbT Ha PYNBECTPAHT HE € YCTAHOBEH HAMBIHO, HO BKIIKOUYBA KOMOHHALIUK OT HAKOJIKO
Bb3MOXHY NBTHULA HA OMOTpaHchOpMALINs, aHATIOTHYHH HA TE3H NMPH €HAOTEHHUTE CTEPOUIH.
HUneatuduunpannte Metabonut (BKIOUHTENHO 1 7-keTo, cyndoH, 3-cyndart, 3- ¥ | 7-rnOKOpPOHHAHH
MeTabonuTi) ca UM NMO-MajKO aKTHBHH, MJTH NPOIBABAT CXOJHA HA PyNBECTPAHT AKTUBHOCT MpPH
aHTHECTPOreHHUTE Moaenu. IlpoyuBaHusaTa, M3NON3BAlLH NPENapaTH OT YOBEIUKK dYepeH apod u
PEKOMOKWHAHTHH YOBEIIKH €H3UMH nokaseart, 4e CYP3A4 e eauHcTBeHHAT P450 H30€H3UM, BKNIOUYEH B
OKCHUJALIHATA Ha QyaBecTpaHT. Bce nak H3rnexaa, ye APYrH MbTHILA, KOUTO HE ¢a CBBP3aHu ¢ P450,
AOMHHHPAT fl0BeYE In Vivo. In vitro ganHuTe npeanonarar, 4e ¢ysasectpanT He uHXHOupa CYP3A4
H30CH3UMMUTE.,

EJVMMUHUpaHE
DyABECTPAHT €€ €IUMHRHUPA MMABHO No4 fopmMara Ha MeTabonuTH. OCHOBHHUA NbT HA EKCKPELHS € ype3

deueca, ¢ no-Manko ot 1% exckpeuns B ypuHata. DynBECTPaHT WMa BUCOK KNUpbHC, 11+1,7 mli/min/kg,
NpeAnosjarall BUCOKA CTENER HA YEPHOAPOOHA eKCKPELHA. TEPMUHAIHMAT NOJYKHUBOT (112), CNnen
HHTPaMYCKYJIHO NPHIOXKEHHE, Ce ONpeacs 0T CKOpocTTa Ha abcopOuusd U ce oueHssa Ha 50 aHH.

CheuraiHy fonyaanuu
[Ipu nonynauuoHeH papMaKOKUHETHYEH aHANIU3 HA JaHHU OT Npoy4BaHKd ¢asza 3 He ca yc
pPasiuKH BbB (papMAKOKHHETHYHHA NMPo¢ KA Ha QY TBECTPAHT MO OTHOIIEHHE Ha Bb3pacT (
89 rogunn), rerno (40-127 kg) nau paca.
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bvbpeuno yspeorcdane
Jlexa 1o yMepeHa cTeneH Ha HapylueHHe Ha OBOpeuHaTa QyHKUHA He NOBNMABA (apMaKOKHHETUKATA Ha

(pyNBECTPAHT A0 KIIMHU4HO 3HA4YUMa CTEIEH.

Yeproopobuo yspesxcoane

(dapMaKOKWHETHKATA Ha (PYyNBECTPAHT € OLCHEHA B KIIHHHYHO NPOYYBaHe C eJHOKPATHa N03a NPH XKEHH C
JeKa 1o yMepeHa cTeneH Ha yepHoapodHo yepexaane (knac A v B no Child Pugh). [Ipunoxena e
HHTPaMYCKYJIHO BUCOKA 1034 C KpaTKOTpaiHO BpBex aaHe. HabnoaaeaHo e 10 2,5 nbTH NOBHLICHHE Ha
AUC npH XKeHH ¢ YepHOAPOOHO yBpeXkAaHe, B CpaBHEHUE ChC 3APABH AHUA. [IpyM nauMeHT!, Ha KOUTO €
MpHIoxKeH QyaBecTparT, NogoOHO MOBHIIEHHE HA EKCIIO3HLUHMATA ce ouakBa Ja Obae nobpe TonepupaHo.
XKeuu ¢ rexxka uepHoapobHa HepocrarbuHocT (knac C no Child Pugh) He ca oueHsBaky.

Ieduampuuna nonynayus

MPapMaKOKHHETHKATA Ha QYABECTPAHT € OLCHEHA B KIIHHMYHO NPOy4YBaHe, MpoBeacHO npy 30 MOMHUYETA
¢ MPOFPECHBEH MpeXAeBpeMeHeH NybepreT cBbp3aH ¢bC CHHAPOM HA McCune Albright (MAS) (ex.
touka 5.1). [lennarpuunute nauveHTy ca 6MIM Ha Bb3pacT Mexay | ¥ 8 roauHu, 4 ca nony4asatH

4 mg/kg MeceyHa HHTPaMYCKYJTHA A03a ¢pynBecTpaHT. CpeaHara reoMeTpHYHa (CTAHJAPTHO OTKJIOHEHHE)
Hali-H1cKa KoHueHTpaiHa (Cmin,ss), B cralHOHapHO cheToAHUE H AUCSs, ca OmiM CboTBETHO 4,2

(0,9) ng/ml u 3 680 (1 020) ng*hr/ml. Benpekyn, ue CLOpaHHTE JaHHH ca OTpaHHY€HH, HAR-HHCKHTE
KOHLEHTpaLKH Ha GYIBEeCTPaHT B CTAUMOHAPHO CHLCTOSHME NP ASLA HATJIEKAA Ca ChUIMEPUMH C TE3H
NpH Bb3PacTHH.

5.3 IlpeaxunHYHM JAHHH 32 6€30NACHOCT
OcTpaTa TOKCUYHOCT HA (QYNBECTPAHT € HUCKA.

PedepeHTHHAT NEKAPCTBEH NPOAYKT M Apyrute opMu Ha QyIBECTPAHT CE MOHACAT A0DOpe npH
MHUBOTHHCKH BHIOBE, H3NON3BAHH MPH NPOYYBAHHA ¢ MHOIOKPATHO npunarare. Cunra ce, 4ye JOKAIHHUTE
PEAKLIHH, BKIIOMUTEITHO MUO3UT U 00pa3yBaHe Ha rPaHyNOMH Ha UHXKEKLHOHHOTO MACTO, C€ IbJDKAT Ha

HOCHTECNA, HO TCXKECTTa HA MHO3HUTa IPH 3aH1H HapacCTBa C CIJ}’J'IEECTPEHT, B CP@BHCHHE C KOHTPOJINTE HA
QJHEHDIIEI"H‘-IGH Pa3TBOP. an NnpoyyBpaHWATa 3a TOKCHYHOCT C MHOTOKpaTHH MHTPpaAMYCKYJIHH 103H Ha

(pyJIBECTPAHT [IPH MTbXOBE M KY4eTa, AHTHECTPOreHHATa akTHBHOCT Ha QYABECTPAHT € OTrOBOpHA 3a
noBeueTo ehekTH, 0COOEHO RbPXY XEHCKATZ PENPOJYKTHBHA CUCTEMA, HO CHLIO U BbPXY APYTH
YYBCTBUTEJIHH HA NOJOBUTE XOPMOHM OPFraHM Y npu AsaTa nona. [Ipy HAKOU Ky4eTa, CIeA JhAroCpodHo
npunoxerue (12 Meceua) B pa3nu4yHU ThKaHU, € HabmoasaH apTepUuT.

[Tpu NpoyuBaHUA BBPXY KyuyeTa, cled MepopaHO H HHTPABEHO3HO NPHI0KEHHE, Ca YCTAHOBEHH eeKTH
BbpXY ChPACHHO-ChAOBATA CHCTEMA (N1eKa eneallds Ha S-T cermenTa Ha EKT [mepopanHo npunoxeHue]
M CHHYCOB apecT NpM €aHO Ky4e [MHTpaBeHo3Ho]). Te ce HabmoaaeaT npu eKCNO3ULIMOHHH HUBA NO-
BHCOKH, OTKOJIKOTO NPH NaumMeHTUTE (Crnax> 13 NBTH), U BEPOATHO €a C OTPaHHYEHO 3HAYEHHUE 32
CUTYPHOCTTA TIPH XOpa, p Npujarade Ha KIMHHYHA J03a.

DyNBECTPAHT HAMA FEHOTOKCUYEH NOTEHLUAN.

DynBecTpaHT NOKa3Ba ¢PEeKTH BbPXY PCNPOAYKUHATA H eMOPUO/DETATTHOTO pa3sBUTHE, K
CbOTBETCTBHE ¢ HErOBATA AaHTHECTPOreHHA aKTHBHOCT, B J03H CXOAHH ¢ KIWHHYHATA.
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HabmoaaBatu 0OpaTUMO NMOHHIKEHHE HA XKEHCKATa QEePTHIHOCT U NIPEKHBAEMOCT HA eMOpHOHa,
JAHCTOKHKS M YBEIHYEH PUCK OT (PETaHH aHOMaNHH, BKIIIOYNTENHO Ha Tap3a/lHATA CTaBa. 3aiL{H, Ha KOMTO
e naBaH QyNABECTPAHT, HE 3a1bpKkaT OpeMeHHOCTTa. 3abens3aHu ca yBENKHUYECHHE HA TENIOTO Ha
MialeHTaTa i NOCTUMNAAHTaUMOHHA 3aryba Ha deryca. Mma yeenndeH puck o1 (peTajiii BApUaLNM NPH
3afiuM (M3MECTBAHE HA3A] HA TA30BHA NPbCTEH U 27 NpecakpaneH NPeELieH).

JIBYrOAMIIHO NPOYyYBaHe 3a OHKOM€HHOCT NPH MABLXOBE (MHTPAMYCKYJTHO NPHIOKEHHUE Ha QYNBECTPAHT),
MOKa3Ba yBelMYEHa YECTOTa Ha J00pOoKavYeCTBEHH SHYHUKOBH IPaHYIO3HO—KIE€TBYHH TYMOPH NPH
)KEHCKH NNbXOBE, MpH BUCOKaTa n03a 10 mg/nnsx/15 AHN W yBEnHueHa YECTOTA HA TECTUKYTHH
Jladgurosy TYMOpPHU NpH MbkkUTE. B ABYrOAUUIHO NMPOYUYBAHE NPU MHILIKH 38 OHKOMEHHOCT (C
eXXeJHEBHO NMEPOPAHO NPUAOKEHHE) C& YCTAHOBABA NOBHLIEHA YECTOTA HA OBAPHANHHK CTPOMAJIHH
TYMOPH OT NOJIOBH BLPBH (KaKTO R00pOKaUeCTBEHH, TAKa H 3OKAYECTBEHH ), NPH 4034 OT 150 H

500 mg/kg/aqHeBHO. Ha HUBOTO, NPH KOETO HE C& YCTAHOBABA SPEKT 32 TE3M HAXO/KH, HUBATA KA
cuctemHa excnosnuus (AUC) ca npubausutenHo 1,5 nbTH OT 04aKBaHUTE HUBA HA EKCNO3ULUA NpU
XOpa, MpPH KEHCKHTE NTbX0BE, H (0,8 MbTH NPH MBKKHKTE MABXOBE, & IPH MUKW — npubauszurento 0,8
TbTH O4AKBAHUTE HUBA HA €KCIIO3ULIMA TIPH XOPa, H NPH KEHCKUTE, U NTPH MbKKHTE MULIKH. HEaykuusita
HAa TAKHBA TYMOPH C€ IB/HKH Ha (PapMaKONTOTrHYHO O0YCIOBEHUTE CHAOKPUHHH NPOMEHH N0 MEXaHU3Ma
Ha oOpaTHaTa BPb3Ka HA HHBATA HA FOHANOTPONUHUTE, ABMKALIY CE HA AHTHECTPOrEHHUTE PY KUBOTHUTE
¢ ecTpyc. ETo 33110, c€ CMATA, Y€ TE3X HAXOOKK HAMAT OTHOLUECHUE KbM TIPUIONKEHUETO HA (YIBECTPAHT
MPH NOCTMEHONAY3AJIHH XEHH C HanpeaHalt pak Ha MbpAaTa.

[IpoyuBaHusa 3a OLEHKA Ha pUCKa 3a OKonHarta cpeaa (ERA) aeMoHCTpupar, ye ¢pynsecTpaHT
MOTEHUHANHO MOXE /14 IPHYHHHU HEXENaHH €(PEKTH BhpXY BOAUTE (BXK. TOUKa 6.6).

6. OAPMAIIEBTHYHH TAHHHA

6.1 CnHCHK HA NOMOUIHHTE BEWIECTBA

EtaHon (96 npolieHTa)

Benznnos ankoxon (E1519)

benzunbenzoar

PHLIHHOBO Macno, papHUHUPAHO

6.2 HechBMeCTHMOCTH

[Ipx nunca Ha NpOy4YBaHUA 3@ HECbBMECTHMOCTH, TO3H JICKAPCTBEH NPOAYKT HE TPAOBA a CE CMEcBa ¢
APYTH JEKAPCTBEHH NMPOAYKTH.

6.3 Cpok Ha rogHocr
2 FOAHHH
6.4 CneuHaJdHH YCII0BHS Ha ChXpAaHEHHe

To3u nekapcTBEeH NPOAYKT HE W3HCKBA CNICUHANHU TEMNECPATYPHHU YCIOBHA Ha CbXPaHCHH

20




[IpeaBapHTeNHO HambJIHEHATA CIIPUHLIOBKA /1A Ce ChXpaHABA B OPHIHHAJIHATA OMAKOBKA, 3a A4 Ce
npeArnasy OT CBETIMHA.

6.5 B#ua u cbhabpXKaHAE HA OMAKOBKATA
ChABPXKALMAT NPEABAPUTENHO HATBJHEHATA CMPHHLIOBKA KOMILJICKT C€ CbCTOH OT:

Enna 3aneyataHa ¢ Kanauka, ¢ njiacTMacoB TBRBPA BPbX, NPO3payHa, CThKJIEHE, TIPEABAPHTEIHO
HaMbAHCHA CAPHHLIOBKA OT Thi 1 ¢ nonucTupeHoso 6yTalo 4 enacToMepHa 3anmyuianka Ha 6ytanoro,
CbhAbpXKalla 5 ml pynBecTpaHT pa3TBOP 32 HHKEKLUMH.

OcurypeHna e ¢oino 1 obesomnacena uria (BD SafetyGlide) 3a chervHsBaHe ¢ TANOTO Ha CIPHHIIOBKATA.

HUnu

JlBe 3aneuyaTaHH ¢ Kanayka, ¢ N1acTMacoB TBbPA BpbX, NPO3pavHH, CTbKAEHH, IPEABAPHTENHO
HAML/THEHH CIIPHHLOBKH OT THn 1 ¢ nosucTupeHoBo OyTano K enacToMepHa 3anyluaika Ha 6yTanoro,
BCAKA OT KOUTO CbAbpxa 5 ml ¢pynBecTpanT pa3TBOp 3a HHKeKLHU. OCHTYDEHH €a CBILO U JBe
obesonacenn urau (BD SafetyGlide) 3a cheannaBane ¢ TAM0TO Ha BCEKa CIIPHHLOBKA.

Hnu

IllecT 3anewartanu ¢ Kana4ka, ¢ N1acTMacoOB TBLPJ BPbX, NPO3pauHy, CThKACHHU, NPeABapPUTERHO
HaNbJAHEHH CIIPUHLOBKH OT THI 1 ¢ noJUCTUPEHOBO OyTano K enacToMepHa 3anyiliajika Ha OyTaloTo,
BCAKA OT KOMTO ChbAbPXKA S mi ¢pynBecTpaHT pa3TBOpP 3a MHKekUHHW. OCHIypeHn ca ChILO W HIECT
obesonaceHd urny (BD SafetyGlide) 3a cheguHsBaHe ¢ TAIOTO HA BCAKA CIPUHLOBKA.

He BcHuku BHIOBE ONaKOBKU MOrar /a OwnaaT nycHaTy B apoaaxda.

6.6 CneuHalHH Npeana3HH MepPKH OIPH H3XBbPJRHE H pabora

HHCTPYKIHK 33 IPUIIOKEHUE

[IpHnaraiTe HIDKEKUHUATA CNIOPEA MECTHUTE PbKOBOACTBA 32 M3BbPLIBAHE HA HHTPAMYCKYJIHH HHXEKLIHH
¢ rojsiM obem.

3ABEJIEXKA: [lopaan 6nn3ocTra Ha nojniexauius ceganuiueH HepB, Heo0X0AUMO € BHUMAHKE fpH
npuaarane Ha QynBecTpaHT B AOp30oriyTealiHaTta obaacT (Bx. To4ka 4.4).

Buumanne — npeau ynorpeba He cTepuusupaiite obezonaceHara vria (NOAKOXHA WA C NPeaNa3uTeN
»-BD SafetyGlide”) B aBToknas. Bus Bcexu €e1MH MOMEHT Mo BpeMe Ha paboTa ¢ WrjiaTta v npH

H3XBLPNSHETO U pbLETE TPpAOBA Na OCTABAT 345 Hed.

3a BCSIKA OT OBETE CNPHHLIOBKH:

- OTBOpeTE BLHILIHATA ONakoBKa Ha ofe3onaceHaTa urna (SafetyGlide).
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= ﬂpeﬂu MPHIIOKEHHE, PA3TBOPHUTE 3a NApEHTEPAJIHO NMPHIIOKEHHE TPHGBH da CC orjacaart 3a BHIHMH

YACTHLIM ¥ MPOMAHA Ha LIBETA.
- JlpbkTe cnpuHIlOBKATa u3rnpaBeHa 3a opedpenara 4act (C). C apyrara pbka XBaHere kanadero (A)
W BHUMATEJIHO 3aBbPTETE [1JIaCTMACOBATa Kalayka ¢ TBbP BPbX B [10COKa, oOparHa Ha

YyaCOBHUKOBATa CcTpelika (Bx. purypa 1).

r\ﬂ

Durypa 1

. OtcTpaHeTe kanauyeto (A) ¢ IBUKEHHUE NPpAaBO HArope. 3a Aa 3ana3uTe CTEPUJHOCTTA, He
JOKOCBaiTe BbpXa Ha cripuHuoBkarta (B) (Bx. durypa 2).

Durypa 2

- 3akpernere obe3onaceHara uria KbM HakpaiiHuka tun ., Jlyep-JIok™ u s 3apbpreTe, 10KaTO ce
3aKpeny cTabM/HO (BXK. hUrypa 3).

- [IpoBepere nanu uriara e 3aknodeHa B Jlyep-KoHeKTopa, npeau Ja NpOMEHUTE BEPTHKAIHOTO
[M0JIOKEHHUE HA CITPUHLIOBKATA.

- HU3abpnaiiTe npeana3uTesis Ha MriaTta npaBo Hanpe, 3a /ila He YBpeJuTe BbpXa i.

- J1o0aMKeTe CIpUHIIOBKATA /10 MACTOTO Ha NPHJIOKEHHE.

- OtcTpaHeTre npeAna3|Teis Ha urjara.

- M3ronere U3NuILIHUS Bb3YX OT CIIPUHLOBKATA.
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- [Ipnnoxere 6aBHO UHTPAMYCKYJIHO (-2 MUHYTH/MHXXEKLMS) B CeaiMLLeTo (riyTeajaHarTa
obnact). 3a ya00CTBO HA NpUiaralius HHXKEKIUATa, CKOCeHATa CTpaHa Ha Urijara e
OPHEHTHUPAHA KbM JIOCTUYETO (BK. purypa 4).

- BeaHara ciiel MHKEKTHPAHETO, ¢ €1MH NPbCT HATUCHETE JIOCTYETO, 3a Ja aKTUBUpaTe
npeanasurens (Bx. purypa 5).

3ABEJIEXKKA: Ilpu akTUBHpaHEeTO HE HACOUBANWTE Uriara KbM cede CH U KbM JIpyru xopa. M3uyakaire na
yyeTe LipaKBaHe W MorjeaHeTe Jajlk BbPXbT HA UIJiaTa € MOKPHUT HAMbITHO.
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Qurypa 5

N3xsbpnsHe

[IpensapuTeHO HANBbRHEHUTE CNIPUHLIOBKK Ca fpejiHA3HAYEHH CaMO 3a eHOKpaTHa yrorpeba.

Toga nexapcTBO MOXE [a NPEACTARIABA PUCK 3a BoAUTE. Hensnonigakugt nexapcTBeH NPOLYKT WIIH
OTRAABLUYHUTE MAaTEpHaIH OT Hero TpsadBa 14 ce U3XBbPAAT B ChOTBETCTBHE C MECTHHTE H3UCKBAHY (BK.
TOYKa 3.3).

7. [IPUTEXATEJI HA PASPEIHEHHETO 3A YIIOTPEBA

Gedeon Richter Pic.

GySdmrot at 19-21.

1103 Budapest

YHrapus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20210035

9. JAATA HA ITBPBO PAZPEINABAHE/TTIOJHOBSBAHE HA PAZPEIIEHUETO 3A
YIIOTPEEBA

Hara Ha nbpao paspewasade:; 10.02.202]

JaTa HA TOCNERHO NOXHOBABAHE:

10. JATA HA AKTYAJIUZBUPAHE HA TEKCTA

01.09.2025
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