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16 D4, 2001

KHmapca 250 mg HHKEKIHOHEH Pa3TBOP B MPEABAPHUTENHO HAITBJIHEHA CIIPHHLOBKA
Imarsa 250 mg solution for injection in pre-filled syringe
2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Enna npegpapHTeHO HaNb/IHEHA CHPHHLOBKA Chabpxka 250 mg dynBecTpanT (fulvestrant) 8 5 ml
pa3TBOp.

ITomMomHH BeniecTBa ¢ M3BECTHO NekicTBue (Ha 5 ml)

Eranon 96% (anxoxon), 500 mg
Benzunos ankoxon (E1519), 500 mg
Benzunbenzoar, 750 mg

34 ohLJIHHA CMHCHK HA DOMOLIHUTE BEILECTBA BHXKTE TOUXa 6.1,

3. JIEKAPCTBEHA ®OPMA
WHxeKUMOHEH Pa3TBOp B NPEABAPHTENHO HATLIHEHA CIPHHLOBKA

BucTsp, Ge3UBETEH [0 JKBLIT BUCKOIEH PA3TBOP, 6e3 BHAHMH YaCTHLIA.

4, KJIMHAYHU JAHHU
4.1 TepaneBTHYHH TOKAIAHHA

PyIBECTPAHT € NOKA3aH:
—  Karo MOHOTEpanuA 3a ICHEHHE HA eCTPOreH-PEUenTop NO3HTHBEH, A0KATHO aBaHCHDAN HITA
METACTATHYEH PAK HA MIICYHATA XKe3a [PH MMOCTMEHONAY3ATHH XKEHH:
©  KOHUTO IpejH TOBA HE Ca OWIIH NOAJIATAHH HA eHAOKPHHHA Tepanus, Wik
© C pelguB Ha 3a60MABAHETO MO BpeMe Ha WIH Cnell alfOBAHTHA AaHTHECTPOTEHHA
TeparnHs, HiH NPH Iporpecus Ha 3aboNsBaHeTo NO BpeMe HA aHTHECTPOTEHHA Tepanusl,
— B koMOURaums ¢ nanbouukaKb 33 NeueH e Ha NoAOKHTeNEH 3a XxopMoHaieH petentop (HR),
OTpHLIATENEH 3a PELENTOop 2 Ha YOBEWIKHs enuaepManeH pacrexeH daxrop (HER2) nokanno
8BaHCHPAN MM METaCTATHYEH DaK Ha MJIEYHATA JXKI163a NpH HKeHH, KOHTO NpeaH ToBa ca
NoJIy4yaBany eHA0KPHHHA Tepanusa (B, To4Ka 5.1).

IIpH npe- uK nepHMEHONay3alHy XeHH, KOMGHHHPaHaTa Tepanus ¢ natbouaknud Tpabea fa e -
KOMOHHADAHA C arOHKCT Ha JIYTSHHH3H ALl XopMOoH-0cBoGoxK aasaln xopmon (LHRH).

4.2 JIo3HpOBKA H HAHH HA NPUJIOKCHHE
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MKenu (ermoyumenro u 8 cmapuecka evapacm)
IIpenoppunTennaTa go3a € 500 mg Ha MHTEPBANM OT €4HH Mecell ILTHOC JOTBIHATENHA 1032 oT 500 mg
IBE CEMUIY CIE] IbpBaTa A03A.

Korato ¢ynsecTpanT ce H3non3isa B KOMGHHALMS ¢ nANGoNHMKING, MOJIA BEXTe Cblyo Kpatkata
XapaKTEPHCTHKA Ha NPOAYKTA TaJGOLUMKING.

[Ipean 3anousane Ha koMGUHHpPaHa Tepanus ¢ GyaBecTpaHT W NanOOUKKIHG, H IO BpeMe Ha usara i
MPOABIDKHTENHOCT, Npe-TepUMEHONaY3aTHHTE eHd TpaiBa na 6bAat JeKyBanu ¢ aronuct Ha LHRH, B
CBOTBCTCTBHE ¢ MECTHATA KIKHHYHA MPAKTHKA.

Cneluantiy nomyIagiy

Bvbpevno yapesicoane

He ce npenopb4Ba kopurHpaHe Ha J03aTa [IPH MALHSHTH C Jiexa A0 yMepeHa cTerneH Ha Os0pedHo
yBpexiaHe (KpeaTHHHHOB KNHPBHC =30 ml/Mun). BesomacHocTTa B ehHKaCHOCTTa My HE ca OLCHEHH MPY
NALMEHTH C TEXKA CTeNeH Ha OB0peyHo yBpexaane (KpeaTHHUHOB KnHpbHC <30 ml/MHH) ¥ mopajH ToBa,
fpH TAKHBA TALIHEHTH CE Hpenoph4Ba NOBHIICHC BHHMAHHE (BX. To4Ka 4.4),

Yepnodpobuo yapexcoane

He ce npenopbYyba KOPHrHpaHe HA A03aTa MPH MALKSHTH C JIeKa 0 YMEPEHa CTEeNeH Ha YepHOAPobHO
yBpexaane. Benpeky ToBa (ynsecTpaHT TpA0Ba Aa ce MpUliara ¢ MOBALLICHO BHHMaHHE NPH TE3H
NalHEHTH, ThH KaTo € BE3MOKHA NOBHIlEHA eKcrio3uiys Ha dhynsecTpanT. HaMa JagHH NpH NalLHEHTH C
TEKKa CTEMEH Ha YepHOAPOOHO yBpexaaHe (BK. ToukH 4.3, 4.4 u 5.2).

Heduampuuna nonynayus

Be3omnacHocTTa 1 eHKACHOCTTa Ha Qy/IBECTPANT NpH Reua Ha pe3pacT ot 0 A0 18 roauHH He ca
ycTaHoseHH, HanMgHnTe A0 MOMEHTA JAHHHM CA ONHCAHH B TOYKH 5.1 ¥ 5.2, HO Mpenopbxy no
OTHOILICHHE Ha J03HPOBKA HE MoraT fa GhNaT HalpaBeHH.

Hauyx Ha DpHAOKEHHE
OyJiBecTpanT TpAORA Aa ce MPHara Karo JBe mociefoBaTeHy DaBHY HHTPAMYCKYJITHH HEKEKIHH OT 5
ml (1-2 MMHYTH Ha HHXKEKUWA), TO eHa OT BCAKA CTPaHa Ha CcefanuuleTo (rayreanHara obnacr).

HeobxoauMo € BHHMAHHE NPH HHXKEKTHPaHe Ha (yIBeCTPaHT B Jop3orIyTeanHara o6ract nopans
6u1H30CTTA Ha NOBMIEXKALHY CETATHIIEH HEPB.

3a mopoOHH HHCTPYKLMH 33 NIPHIaraHe, BHAKTE TO4YKA 6.6.

4.3 IlpoTHBONOKa3AHHA

CBp‘BX‘{YBCTBHTeIlHOCT KbBM AKTHBHOTO BEIISCTEBO HIH HAKOE OT IIOMOINHHTE BEHICCTBA, PI36POCHI'I B
TO4Ka 6.1.

bpeMeHHOCT W KbpMeHe (BK. Touka 4.6).

TexkKa CTEeneH Ha 4epHOAPOOHO yBpekaaHe (Bx. Touxd 4.4 1 5.2).

4.4 CrennarHa npeaynpekieHys H NpeInazHE MepKH NpH yuorpeba




(MynpecTpanT TpAGBA fa ce MPHNAra ¢ MOBHILEHO BHHMAHHE IIPH MALAEHTH ¢ JieKa 10 yMepeHa CTereH Ha
4epHoapobHO yBpexaane (BX. ToukH 4.2, 4.3 1 5.2).

chnBecrpaH'r Tpaﬁna Jia e fipxiara ¢ MOBHIICHO BHHUMaHUE [IPH NAHCHTH € TEXKKA CTENCH Ha 6‘56])3‘1}10
yBpex/aHe (KpeaTHHWHOB KIMPBHC <30 ml/MHH).

Tlopasy HHTPaMyCKyTHHS MBT HA BEBEX/aHe, (ynBecTpanT TPAGBA Aa C& H3TION3BA C NOBHLIEHO
BHMMAaHHE NPH NAUHEHTH ¢ XEMOPardyHa MaTe3a, TPOMOOUHTONICHHA H MTPH TE3H HA AHTHKOATyNaHTHA
TepanAs.

Yecro np xeHu ¢ HaNpeIHaN pak Ha rbpaara ce Habmoxasat TpoMGOEMOONHYHH HHIMASHTH, KOETO €
HAONIOIaBaHO H TIPH KIMHAYHH NPOYYBaHKs ¢ PyABecTpaT (BX. Touka 4.8). ToBa Tpsabea na ce Bzeme
NpeABHN, KOraTo ce H3nHCBa (YABECTPANT IPH PHCKOBH [HALHEHTH.

[1pH HHXEKTHPAHETO Ha (YIBECTPaHT ce ChboOILaBaT ChOUTHS, CBBP3aHH ¢ MACTOTO HAa HHXKEKTHPAHKE,
BK/IIOUBAIIH HIIHAC, HEBPANTKs, HeBponaTHa 6onka H Mepudepra seBpoirats. Heobxomumo ¢
MOBHUICHO BHUMAHHE TIPH NIPHIIOKEHHe Ha QyNBECTPaHT B AOP30T/TyTeaaHara obiacT nopaiy 61uzocTTa
Ha TOfIeKALHA CeAaNHLLIEeH HepB (BK. ToukH 4.2 H 4.8).

HsaMa genrocpoqnn AaHHH 3a edekTa Ha ¢yiBecTpant BbpXy KocTHTE. [lopaan MexaHH3Ma Ha nciicTBHe
Ha (hyIBECTPAHT, CHLIECTBYBA IOTEHLMANIEH PHCK OT OCTEONOPO3a.

EdmkacHoctTa H 6e30MacHOCTTa HA QyNBEeCTpaHT (MMM KaTO MOBOTEPANUs, HIIH B KOMOHHAIHS C
nanSourKnul) He ¢a Npoy4eHH NPpH MAlHeHTH ¢ KPHTHYHO BUCLIEPATHO 3a00NiBaHe.

Korato ¢yssecTpanT ¢e W3monssa B KOMOHHALMSA ¢ NANBOLHIIHG, Mosd BKTE Chino KpaTkara
XApaKTEPUCTHKA Ha MpOAYKTa Nanbouakmus.

Hosnuneane na mecmoseme 3a ecmpaduon, Hazupani Ha aHMUMEId

[Topans cTpykrypHOTO nogobue Ha dyIBECTPAHT H eCTpa HOMN, (hYIBECTPAHT MOXE Ja NOBIHSE
TECTOBETE 3a eCTPanno, Oa3HpaHH HA AaHTHTENA, KATO T MOXKE Ja MOKaKAT (HanliiBo MOBHINCHH HHBA HA
€CTPagHoN.

Emanon

JiexapcTBeHHAT NpoayKT chAbpika SO0 mg ankoxon (eTaHo) BHB BCAKA HHKEKITHA, KOETO €
exBuBaneHTHO Ha 100 mg/ml (10% T./06.) KonuuecTBOTO aNKoX0n BbB BCAKA HHKEKUHMS OT TOBa
JIEKapCTBO € eKBHBAEHTHO Ha 13 ml 6upa wim 5 ml BHHO.

Hosza ot 500 mg oT ToBa JIeKapcTBO (IBE CIIPHHLOBKHU ), IPHIOMKEHA HAa BE3PACTHH XEHH C Tero 2o
70 kg, 6u aoBeno ao uznarane na 14,3 mg/kg eranon, koeTo Moxe A2 PUYHHE [TOBHIIABAHE HA
KOHUeHTpaluaTa Ha amkoxon B kpbBTa (BAC) ot okosno 2,4 mg/100 ml (swxre [punoxenne I kbm
aoknag EMA/CHMP/43486/2018).

3a cpasHeHHe, 3a BL3pacTeH, KOKTO Nue yama suao Win 500 mi 6upa, BAC BeposTHO e 65€ 0K0I0
50 mg/100 ml.

ElIHOBpeMeHHO MIPHIIOKEHHE ¢ JICKAPCTEA, ChbADPAALIY HANP. MPOMHACH ITIHKOI WITH €TAHOII MO)!{E .ua
AOBeae N0 HaTpyIBaHE HA €TAHOJ H Ia NpPefix3BHKA HEKelaHH peakiiiH.




benswnos ankoxoa
To3u mekapcTBEH NPOAYKT ChAbpKA OEHIHIOB aJIKOXOR KATO MIOMOLIHO BELECTBO, KOSTO MOXE Aa
NMPHYHHY AJIEPrHYHi PeaKIHi.

IleawaTpHyHa TONYSALNHA
VYnorpebGara Ha QyNBECTPAHT NpPH Aella M IOHOLIY HE CE MPENOPBYBA, Thil KaTo Ge30MacHOCTTa H

eHKacHOCTTa HE ca YCTAHOBEHH 3a Ta3M rpyna nanHeHTH {(BkK. Todka 5.1).
4.5 BiaumoaeiicTBHE ¢ APYTH IEKAPCTBEHH MPOTYKTH U APYrH $opMH Ha B3aHMOAeHcTBHE

KnynuuHO npoyuBase 3a pzaumogeiictue ¢ Mugazonam (cyerpar Ha CYP3A4) neMoHcTpHpa, Y€
bynsectpant He naxubupa CYPIA4. KnnuuuHH npoyysasus 3a B3anMoaeHCTBHE © pHpAMIHIHH
(uanykTop Ha CYP3A4) u kerokonason (aaxubutop Ha CYP3A4) re noka3sat KIHHHYHO 3HaYHMa
NIPOMAHA B KTHPBHCA Ha (yasecTpanT. Cnel0BaTENHO HE € HYAKHO KOPHTHpaHE HA J03aTa [IPH NAlHEHTH,
KOHMTO MPHEMAT €HOBPEMEHHO GyBECTPaHT H MHXUOHTOPH MK uHAyKTOpH Ha CYP3A4.

4.6 @eprTnauTeT, GPEMEHHOCT H KbpMeHe

Henu ¢ JeTeponeH noTeHHAT
XKenu ¢ AeTepoaeH noTeHIRAN TpaOBa a H3NO/3BAT eheKTHBHA KOHTpALENis [0 BPEME Ha JIeYeHHe ¢

Hmapca 1 2 rogunu cnes nocnenHaTa Ao3a.

bpemeHHOCT
Iipunoxenneto Ha pynBecTpaHT no Bpeme Ha GPEMEHHOCT € POTHBONOKA3aHO (BXK. Todka 4.3). Fima

AAalHH, Y€ NpPH [UTbX0BE M 3aflIH, C/lell eAHOKPATHO HHTPAMYCKY/IHO MpHACKEHHE, PyNBECTPaHT MHHABa
npes naangxrara. [IpoyysaHnaTa IPH KMBOTHH TOKA3BAT HAIMYHE HA peNpPOLYKTHBHA TOKCHYHOCT,
BKITIOYHTE/IHO H NOBMIIEHA 4eCTOTA HA (heTatHM AHOMAIMH W CMBPTHH cliy4an (Bx. To4ka 5.3). Ako no
BpeMe Ha NPHIOKEHHETO Ha QYNBECTPAHT HACTHIH DPEMEHHOCT, MALMEHTKATA TPAOBa 1a Ohae
uHOpMHpPaHa 3a IOTEHIHANHATE ONACHOCTH 34 IUI0Ad ¥ [IOTEHIMAHHSA PUCK 32 3ary0aTa my.

KnpMene

Knpmenerto Tpabba aa ce npeycTaHoBy Ho BpeMe Ha NiedeHue ¢ pynsecTpadt. DOyiBecTpanT ce
€KCKPETHpa B MIISIKOTO Ha JAKTHpAIld NirsxoBe. He € u3pecTHO fanu QyIBeCTPaHT Ce EKCKPETHPA B
Kkbpmara. [Topasn moTeHUHaNA OT CEPHO3HH HEXEAAHH PEakUHH OT (y/IBeCTPAHT NPU KbpMayeTa,
ymnoTpebara My 1o BpeMe Ha KbPMeHE € MPOTHROMNOKa3aHa (BX. Touka 4.3).

Deprunmter
Edexrute Ha ynpecTpanT BbpXy GEpTHIMTETA IPH XODPA HE Ca IPOY4BAHH.

4.7 EdexTn pupxy cnocobHocTTa 33 IWodHpaHe 0 patoTa ¢ MAIUHHEH

DyABECTPaHT HE MOB/HABA WJIH MOBIMSBA HEIHAUHTE/HO CTIOCOGHOCTTA 32 Modupake i paGoTa ¢
MamnHH. Bee nax, moHexe NpH neveHAe ¢ GyIBECTPANT HMA MHOTO YECTH CHLOOMIEHHA 32 aCTeHu,
RANHEHTHTE, KOHTO Pa3BHAT TA3H HEXENAHA Peakund, Tpa08a Ja NOAX0KAAT C MOBHILECHO BHHMAHHE KBM
modrpaHeTo U paboTara ¢ MaLIWHA.
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4.8 HewxelaHH JEKAPCTBEHH PEAKUHE .
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PestoMe Ha npoduna 3a GezonacHocT

Monomepanus

B Ta3m TouKa € npeacTaBeHa HHHOPMAINs, OCHOBAHA HA BCHYKH HEKE/AHH PEaKUHH OT KIHHHYHH
[IpOY4BaHHs, IOCTMAPKETHHIOBH NIPOYYBAaHHA H CIIOHTAHHH ChoOLIeHHs. B cOopHHTE AaHKEH 3a
(ryTBECTPAHT KATO MOHOTEPAITHA RaH-4eCTO ChoDINABAHNTE HEXENAHH peaKUuH ca OHIIH peakiuy Ha
MACTOTO HA HHXEKTHPaHE, aCTEHHS, FaleHe H NOBHIeHH YepHOApoGHH eH3uME (AJIAT, ACAT, AD).

B Tabnnua 1, faneHATE NoO-A0TY KATErOPHH 110 YECTOTa Ha HEXeNaHuTe NexapcTBeHH peakiHd (HIIP) ca
H3YHCIICHH Bh3 OCHOBA Ha cOOPHHU ananksy Ha e30MacHOCTTa IIPH IPYNH Ha nedente ¢ dynasectpant 500
mg B NPOY4BAHMS, KOUTO cpaBHsBaT Qyneectpaut 500 mg ¢ pynsecrpant 250 mg [CONFIRM
(npoyuBane D6997C00002), FINDER 1 {npoyusane D6997C00004), FINDER 2 (npoyusaHe
D6997C00006) u« NEWEST (mpoyusane D6997C00003)], wnu camo ot FALCON (npoy4BaHe
D699BC00001), koeto cpaBHsaBa ¢ynsectpant S00 mg ¢ anactposon | mg. Koraro yectoTnte o1
COOPHHSA aHATH3 Ha AaHAWTE 32 GesonacHocT H 0T FALCON ce paiznnyasart, € npeAcTaBeHa Mo-BHCOKATa
gecToTa. JlaneHuTe B Tabnuua 1 4ecTOTH ¢a Bb3 OCHOBA HA BCHYKH ChOOIEHH ChOHTHS, O€3 3HaYCHHE
KaKBa ¢ Ouna NMPpeLCcHKATA HA H3CTIeAOBATENA 3a PHUHHHO-CASACTBEHATA BPEB3KaA. MeanaHaTa Ha
NPOABJDKHTENHOCT Ha JIeYeHHeTO ¢ dynsectpadT 500 mg B COOPHHTE JaHHH (BITIOYHTENHO [TO-rope
cnoMeHaTHTe npoy4raHud Ioc FALCON) e 6una 6,5 Meceia.

TabnuueH CNHCHK HA HEXETAHUTE PEAKIHH

H36poennTe no-nony HexeMaHH peaklHH ca KNacH(pHUAPAHH MO YECTOTA H CHCTEMO-OPraHHH KITacoBe
(COK). I'pynupaHeTO 1Mo 4€CTOTA ¢ AeHAHPAHO 110 CIEAHATA KOHBEHIHA: MHOrO YecTH (=1/10), uecTH
(=1/100 no <1/10), nevectd (>1/1 000 no <1/100). [Ipk BCAKO [PYNHPaHe B 3aBHCHMOCT OT YECTOTATa,
HEXEJAHHTE JICKADCTBEHH PEaKIHU ce H30pOSBaT B HH3XOASIN Pell [10 OTHOLICHHE HA TAXHATA
CEPHO3HOCT.

Tabnuna 1 Hexenans JekapceTBeHd peakuu, ¢»00n[aBaHH NPH NaUHEHTH, JeKYBRHEH ¢
$yIBECTPAHT KATO MOHOTEpANES

Hesxe/IaHH peaKUHH 10 CHCTEMO-OPTraHHH KJIAC0BE H YeCTOTA
Haderumu u nndectauan Yectu Hudexnun Ha THKOYHHTE IBTHILA
HapymeHHs Ha KpBBTa H TuMdbHara YectH Hamanen Gpoii TpoMbouuTH"
cCHCTEMA
HapymieHus Ha HMYHHATa CHCTeMa MHoro yectu Peakuue Ha CBPBX9YBCTBHTENHOCT"
Heuectn AnapunaKTHYHY peakLHH
Hapymenus Ha meTabonuiMa | YecTn Amnopekcus®
XpaHeHeTo
HapyiieHus Ha HepBHATA CHCTEMA Hecti I"naBobosnue
CopI0BH HapyLIeHHs MHoro 9ectH Iopey BEAHA"
YecTH Benoszua TpomGoeMOonHs"
CromalllHo-4peBHY HapyIIeHHS MHuoro uectu Tagene
YecTn TMorpslilaHe, AHAPHA
XenatodunuapHu HapyweHHs Muoro yectH MMosumeHH YepHOAPOOHH EH3HMH
(AJIAT, ACAT, AD)* _——-_
YecTH Hosuies Guanpyougd” oH Uy ok




Heuectu YepHonpobHa Hea0CTaTBYHOCT™ %,
XenaTHT®, nosHitasane Ha ['TT®
Hapylenns Ha KokaTa H IOAKOXKHATA Msuoro sectn O6pup*
ThKaH
Hapy1uenns Ha MycKkYTHO~CKENETHATA Muoro uectn Bollky B cTaBHTE H B MYCKYJTHO-
CHCTEMA M CheJHHHTENHATA ThKAH CKENIeTHATA CHCTeMa'
Yectu Bonku 8 ropba’
HapyllleHns Ha BEB3MPOH3BOIHTETHATA YecTn BaruaaseH KEPBOH3/IHE"
CHCTEMA M I'bpAdTa Heuectn BarvHanga KaHaHao3a’, Neskopen”
O6mM HapyieHnsa 1 elbekTH Ha MACTOTO | MHOro YecTH AcTeHHs", peakiMK Ha MACTOTO HA
Ha TIPHIIOKEHHE HHXeKTHpaHe®
Yectu MMepudepHa HeBpoONaTHS",
Bh3NANCHHE HA CENANHILHNA HEpB"
Heuectn KpBBOH3NHB HA MACTOTO Ha
HEKEKTHpaHe®, XeMaToM Ha
MACTOTO Ha HHXKeKTHpaHe®,
Heppaarua® ©
a Brirodsa HeKenaKy JCKAPCTBEHH PEakilliH, 33 KOHTO NOPAIH HATHYKE Ha nojsiekanio 3a0014BaHe HE MOXE 114 C&

ONpEaeNM € TOYHOCT CTENEHTA, B KOATO (yNBECTPANT JONPHNACH 32 PA3BHTHETO HM.

TepMHEHET ,,PRAKLIMH HA MACTOTO HA HIKEKTHDAHE” HE BIIIOYBA TEPMUHUTE , KPBBOW3IME Ha MACTOTO Ha

HHXEKTHPAHE”, ,,X¢MATOM Ha MACTOTO HA MIDKCKTHpaHe™, , Kiac™, ,.HCBpanTas i ,nepudiepHa HeBpOTATHA.

° Peaximara re ¢ naloaasasa pH roneMure KMuMYHE npoyusanus {CONFIRM, FINDER 1, FINDER 2, NEWEST).
YecToTara € HIYHCACHA NOCPCICTBOM FOPHATA IPAHHNA Ha 93% NOBEPHTEICH HHTEPBAN 32 TOYKOBA OUCHKA. M3uHcneH ¢
Karo 3/560 (xeaeTo 560 ¢ GpOAT NAUMEHTH B TOIEMUTE KTHHIUHY TPOYYBANHA), KOSTO I0N12]3 B KATSrOPHATA

»REIECTH”,
r Bimowsa: aprpanras B 0o-paako Gonka B MyCKYIHO-CKSIETHATA CHOTEMA, MHANTHA H GONTKH B KpalfHHIHTE.
a Kareropuara 3a yectoTa € pasimmdna ipu cGopEHTe manuH 32 GesonacHoet u apu FALCON.
& HIIP #e e nabmoaasara ens FALCON,

Onwvcanne Ha H3OpaHy HeXenaHH Déai(HHH

BrunrouennTe no-0Iy OMHCAHKA C& OCHOBABAT HA AHANK3A Ha JaHHWTE 33 Oe30MacCHOCT, CBOTBETHO NPH
228 maumeHTKH, KOHTO Ca MONYYHIH Hail-Malko exna (1) gosa dyneecrpant, ¥ npu 232 naumHeHTEY,
KOMTO Ca TTOTy4HIIH Hali-Manko eina (1) zo3a anactposon, BeB $aza 3 na npoyusaHero FALCON.

Bonku e cmasume 1 MyCKyIHO-CKeNERHAMA CUCmeMa

B npoy4raneto FALCON, 6posT Ha mayHeHTKUTe, KOUTO ¢a CROGHIMIN KAaTo HekelaHa peakiius GONIKH B
CTaBHTE H MYCKYNHO-CKENETHATA, € ChOTBETHO 65 (31,2%) u 48 (24,1%) B paMoTO Ha (yNBECTPAHT H
aHactposon. Ot 65-Te NAUMEHTKH B PaMoTO Ha ¢ynBectpaT, 40% (26/65) ca crobmuny 3a 60K B
CTABHTE M MYCKYJIHO-CKENETHATA CHCTEMA [IPe3 MBPBHA Mecel] Ha NieueHHeTo u 66,2% (43/65) — npes
ObPBUTE 3 Mecelia Ha Jevenuneto. [laiueHTkHTE He CHOGIIABAT 32 HeXeIaHH CHONTHA CTENEH >3 No
CTCAE unu TaxnBa, KOHTO Ja Hajlarar HAMa/ABaHe Ha J(03aTa, [IPeKbCBAHE HA TIPHEMA HITH
NipexpaTaBaHe Ha IeYeHHETO,

Kombunupana mepanua ¢ narboyuraut

O6umsT npodun 3a 6e30MacHOCT Ha QYABECTPAHT, KOTATO C& H3MOM3Ba B KOMOHHALMA ¢ NnanbouHKIKG, ¢
Bb3 OCHOBA Ha JaHHUTe 0T 517 nauentu ¢ HR-nmonoxute e, HER2-oTpunateneH asaHCHPan HIH
METaCTaTHYEH PAK HA MAEYHATA XJIE3a B pAaHIOMH3HpaHOTO npoyysase PALOMAS (Bx. Touka 5.1).
Haii-uectute (>20 %) HeXelaHW peaKiH OT KaKBaTo 4 [a € CTeneH, ChoDIIEHH NMPH malye o




HEXETAHH PEAKIHUH CTeNleH >3 ca HEYTPOIICHHS, IEBKONICHUS, AHEMHS, WHOEKUHA, NOBHIICHA CTORHOCTH
Ha acnaprar amuHoTpaHcdepasa (AST), TpomBoLHTONEHUS H YMOpa.

B taGimuua 2 ca npeacraBeHH Hekenahurte peakund or PALOMA3.

Mennanata Ha IpoALIKUTENHOCT Ha EKCIIO3HIMATA Ha dynsectpanT ¢ 11,2 Mecena B paMOTO Ha
dyneecTpanT nmoc nanbouuknnG u 4,8 Mecena B paMoTo Ha $yNBeCTpaHT MIOC rinane6o.
Menuasnata Ha TPOXBUKHTETHOCT HA EKCHO3HIHATA HA NanboupxinG B paMoTo Ha (QYJIBECTPAHT ILIOC
nanbonHkmb e 10,8 mMecera.

Tabnama2  Hexenann peakiun, 6a3npann Ha AaHuH oT npoyasaHere PALOMASJ (N=517)

CHcremo-opranen Kpac @yapecTpaHT + @yaBecTpaHT + niianedo
YecroTa nantonukanb (N=345) (N=172)
Ilpeano uTad TepMua" Beunuxn Crenen >3 Benaxn Crenen >3
CTENeHH n (%) CTENeHH n n (%)
n (%) %)

Hudexunn n undecranun
Mruozo veemu

Hupeximn® 188 (54.5) 19 (5,5) 60 (34,9) 6 (3,5
Hapyumienns B3 KPLBTA ¥ JUMQHATA CHCTEMA

Mruoeo vecmu

Heytponenns® 290 (84,1) 240 (69,6) 6(3,5) 0

JleBkonenus” 207 (60,0) 132 (38,3) 9(52) 1(0,6)

AHeMug" 109 (31,6) 15(4,3) 24 (14,0) 4(2,3)
_ Tpombountonemma® 88 (25,5) 10 (2,9) 0 0
Hevecmu

DeGpHaHA HEYTPOTIEHHS 3(0,9) 3(0,9) 0 0

Hapymienns wa MeTafoaH3MA H XpaHEHETO
Mhuozo vecmu

Hamanen anetur 60 (17,4) 4(1,2) 18 (10,5) 1(0,6)
Hapymeuus na HepBHATA CHCTEMA
Yecmu
Hucreysus 27 (7.,8) 0 6 (3,5) 0
Hapyniesusi Ha oumTe
Yecmu
[oBMiNeHa TaKpHMaLHs 25(7.2) 0 2(1,2) 0
3aMBrIICHO 3peHHe 24 (7,0) 0 3(L,7) 0
,,Cyx0 oko™ 15 (4,3) 0 X)) 0
PecnIHpATOpHY, IPBAHK H MEIHACTHHAINA HADYUICHHA
Yecmu
ENHCTAKCHS 25(7,2) 0 4(2,3) 0

CTroMalllHO-IpeBHR HADYIICHHSA
Muozo vecmu

Tanene 124 (35,9) 2(0,6) 53 (30,8) 1{0,6)
Cromatnt™ 104 (30,1) 3 (0,9) 24040 | 0
Tlnapus 94 (27.2) 0 3520,3) [ 100, |




TloBpsuiane I 7151y ] 2006 | 280063 | 1(0,6)
HapylieHust Ha KOXKATA H TOJAKOKHATA ThKAH
Muozo vecmu

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

OGpug’ 63 (18,3) 3(0,9) 10 (5,8) 0
Yecmu

Cyxa koxa 28 (8,1) 0 3(,7) 0

O6mn Hapywenna H edeKTH Ha MACTOTO HA NPHJIKEARE
Mrnozo yeemu

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

[Tupekcus 47 (13,6) 1(0,3) 16 (5.8) 0
Yeemu

ACTeHHA 27(7.8) 1 (0,3} 13 (7.6) 21,2
Hicaenpanns
Mruozo vecmu

[ToBHilleHH ¢TOHHOCTH Ha AST 40 (11,6) 11 (3,2) 13 (7,6) 4(2.3)
Hecmu

[osxweny crolinocTd Ha ALT 30 (8,7) 72,0 10 (5,8) 1(0,6)

AL T=anaunu ammroTpanchepata; AST=acnaprar amunoTpanedepasa; N/n=6poii maumenTH, NA= He e NpunoxEMO

Tpemnoyuranmre Tepmunn (1T) ca m3Gpoenu curaacao MedDRA 17.1.

»HHpexuuu” Bronoyea Benkd [1T, KOHTO ca YacT oT cucTeMo-oprasiua knac , Hudekuun v undectamy”.

»HeyTponennt® prmoqsa caearmre [1T: HeyTponeHuns, HamaneH Spoit Ha HeyTpoQHAKTE.

»JleBkonenns” xmousa cnemnute ITT: neBroTenus, Hamanes Gpol Ha GelHTe KPLBHI KICTKIL

~AHEMHT BKITIOusa cnexunTe FIT: aHeMus, NOHMKEH XeMOMTOGHH, IOHIKEH XEMATOKPHT.

» TpoMBonAToneHRs” Blunoasa caeannre [TT: TpomGoiuTonenus, Hamanes Gpoif na TpoMGouuTHTE.

»CTOMaTHT" BKNFouBa cneauute 11T adrroseH cToMaTHT, XSHINT, FIGCHT, [TIOCOAAHHA, S3BH B YCTATA, BEINAICHAS Ha

nHrasrLgTa, 50K B yCTaTa, OpodapHHreanen qHcxoMQopT, opodaprarearta 60K, CTOMATHT.

3 ,,00pur™ srmousa ciennnte [TT: o6pue, MakynonanyioseH o6pue, Chpbam 06pHE, epuTeMaToseH 00pHB, DaTyI03eH o6PHB,
JEPMATHT, AKHEMGOPMEH JEPMATHT, TOKCHIEH KOXKEH OOPHE.

¥ O lm o

OnucaHie Ha UI0paHH HEXKEIAHH DeaKIHy

Heymponenun

Heytponenns oT kaksato H Jia e cTeneH ce cbo01aBa np 290 (84,1 %) nanueHTH OT NPOy4BAHETO
PALOMA3, nony4aBamy $ynBecTpaHT B kOMOHHaUHA ¢ Nanbouukind; ReyTPONeHHs cTeneH 3 ce
ceobiasa npu 200 (58,0%) nauuenTtn, a HeyTponeHns cteneH 4 ce crobuiasa mpu 40 (11,6%) nanueHTH.
B pamoto Ha dyaeecTpanT nmoc mnanelo (n=172), HeyTpofienns OT KAKBATO H Jia € CTENeH ce choblasa
nipH 6 (3,5%) naunenTy;. Hama cpobimenus 3a HeyTponeHus cTeneH 3 ¥ 4 B pamMoTo Ha (y/IBeCTPaHT
MIKOC muaneto.

IlpH mauueHTH, noay4apauly byaBecTPaHT B KOMGHHAIMA ¢ NanGouUKAHG, MEHAHATA HA BPEMETO 10
IIBPBHA €MH301 HA HEYTPONCHMA OT KAKBATO € fla € cTeneH € 15 nHu (amanazon: 13-512 aHA), a
MEAHaHATa Ha TPOABJDKATEHOCTTA Ha HEyTponeHuA cTerned >3 e 16 aun. PeCpunua HEYTPOEHHA ce
cboliuasa npd 3 (0,9%) ot nauueHTHTe, MONy4aBamy GyNBeCTPAHT B KOMOHHALHA ¢ NaAGOUHKAHG.

ChobNiaBane Ha MOAOIMPAHH HEKEIAHH DEaKIHK
Cro6LIaBaHeTO Ha NONO3HPAHH HEXENAHUM PeaKIMH CNejl paspeiasade 3a ynorpeda Ha TeKapCTBEHHSA
HPOAYKT ¢ BaxkHO. TOBA NO3BOMABA Ja NPOABIDKY HAOIIOAEHHETO HA CHOTHOIIEHHETO NOA34/PHCK 3a

JIEKAPCTBEHHA NTPOAYKT. OT MeIHIIHHCKHTE CIEUHATHCTH C€ H3HCKBA Ja CHOOIIABaT BCAKa no
HekenaHa peakus Mpe3 HalHOHAMHA CHCTEMA 3a cpofiapane KpM HanbasuTenHaTta are j
nekapcrsara, yi. Jamad I'pyes” Ne 8, 1303 Codusg, ten.: +35928903417, yebeaiit:
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4.9 IIpenosupane

CrollueHH ca H30NHpPaHH CTyYal Ha npefo3npate ¢ GynBecTpaHT mpu Xopa. IIpu mpefo3upake ce
NpenoppYBa CUMINTOMATHYHO TOAOBPXKALLO JICUEHHE, Hpqusaﬂnﬂ'ra BBpXY XKHBOTHH NPENTIONAratT, ve
HAMA APYTH ¢(hEeKTH OCBEH Te3H, OTHECEHH AHPEKTHO HIIH HHAUPEKTHO KbM aHTHECTPOTEHHATA
AKTHBHOCT NPH BHCOKH J03H Ha (pynBecTpanT {Bx. Touka 5.3).

5. ®APMAKOJIOTHYHH CBOWCTBA
5.1 <dapMaKoIHHAMHYHH CBONHCTBA
®apmakoTepanesTH4Ha rpyna: EHlokpHHHa Tepanui, AnTHecTporenu, ATC kon: LO2BAO3

Mexauuzem Ha neiicTBHe H dapMaKOIHHAMAYHHA eeKTH

OynBECTPaHT € KOHKYPEHTEH AHTArOHHCT Ha eCTporeHoBHTe pereritopu (ER) ¢ apunaTeT, CPaBHHM C
TO3H Ha ecTpannoi. OynpecTpadT Giokupa TpodHIHHTE ACHCTBUA Ha eCTPOrEHHTE, 663 Na HMa
MApLHANHO ArOHHCTAYHO (eCTPOreHO-MoJ00H) AeiicTeie. MeXaHH3MBT MY Ha ACHCTBHE € CBBP3aH C
TIOHHKEHHE Ha HHBATA HA SCTPOTEH-PELIENITOPHUA NPOTEHH.

KiiHHAuHHTE NpOY4BaHHSA NPH NOCTMEHOTIAY3ANIHH XEHH ¢ IIbPBHYEH PaK Ha IbpAata noKa3sar, ue
dynsecTpanT 3HauMTeNHO noHmxkasa EP npotenna np EP n03MTHEHH TYMODH, B CpaBHEHHE C TiTauebo.
Cri110 Taxa, Hamule € 3HAYUTENHO NOHUKEHHE HA eKCAPECHATA HA NPOTECTEPOHOBHS PELIETITOP, KOETO €
B CHOTBETCTBHE C JHIICATA HA NPHCHINKM ECTPOTEH-ArOHHCTHYHH eekTH. ChINo Taka, HMa JaHHY, 4
dynsectpant 500 mg, TpUNOKEH NIPH TAUHEHTH ¢ TYMOPH Ha [BPIATA, B YCIOBHATA Ha HEOAJIOBAHTHO
NieverHe, NOTUCKA eKcnpecHAaTa Ha ER v na mapkepa Ha npomgdepauns Ki67 s no-rofsma cTenes,
oTKonkoTo QynsectpaHt 250 mg.

Kinnuuna epukacrocT B 6€30NaCHOCT NPH AaBAHCHPAT DAk Ha rbpIaTa

Monomepanus

Knuunyso npoyusane daza 3 e NpUKIIOHHIO Mpy 736 MOCTMEHONAY3ANHH XKEHH ¢ aBaHCHPAJT PaK Ha
IBpAATa, C PEIHAYB IO BPEME HA HITH C/ISJ a[I0BAHTHA eHAOKPHHEHA TEPania WK ¢ POTPecHs crel
€HAOKPHHHA Tepanus 3a aBaHCHpano 3abongpane. [TpoyusaHeTo BrmOYBa 423 NalHeHTH, KORTO ¢a
HMal{ PeLMIHB HITH TIPOTPECHS TIO BpeMe Ha aHTH-ecTporeHopa Tepanna (AE-nmoarpyna) u 313
NAIKMEHTH, KOUTO ¢4 HMANH PELHIME HIH OPOTrPECHS N0 BPEME Ha TEPamus ¢ apoMaTa3eH HHXHGHTOP
(AH-noarpyna). Ilpoyuraneto cpaBHABa edHKacHOCTTa ¥ GesonacHoCTTa Ha ynBectpant S00 mg
(n=362) ¢ Te3u Ha pynsectpanT 250 mg (n=374). [TepeuuHaTa KpaiiHa TOYKA € IPESKHBIEMOCT O3
nporpecus (ITBIT), a KMOYOBHTE BTOPHYHHA KpaliHH TOUKH 3a epHKACHOCT BKIFOYRAT CTEMEH HA
obexteHO nopnussane (COI), crenen Ha kMunyHa mon3a (CKIT) u ofia npexussemoct (OIT).
Pesyntature ot npoyusarero CONFIRM no oTHoweHHe Ha epHkacHOCTTA Ca PE3IOMHpPaHH B Tabnuua 3.

Ta0Gauma 3 PeiioMe Ha pPe3yTaTHTE N0 OTHOLICHAE HA NHPBAYHATA Kpaiina Touka (IIBII) n
KJII0YOBHTE BTOPHUHM Kpaiinu TouKH 3a epukacnoct B npoyusanero CONFIRM

IMpomensue Merog ua Fulvestrant  Fulvestrant
a OI{eHKA; 500 mg 250 mg




TepaneBsTHYHO (N=362) (N=374) Koed 95% Cl1 P

cpaBHEHHE HITHEH CTOHHO
THa cr
pHCK

IOBI1 Menpana no

K-Ms

meceun;

KoeHOuenYT

HaA PHCK

O6mo nauHenTH 6,5 5,5 0,80 0,68; 0,94 0,006

-AE noxrpyna (n=423) 8,6 58 0,76 0,62; 0,94 0,013
-AH noarpyna (n=313)* 54 4,1 0,85 0,67; 1,08 0,195
oneé Meauaga o

K-Mege

MECEIN;

KoethHIHEHT

Ha PHCK

Q6o naupeaTn 26,4 223 0,81 0,69; 0,96 0,016*

-AE noarpyna (n=423) 30,6 23,9 0,79 0,63; 0,99 0,038"
-AH noarpyna (n=313)* 24,1 20,8 0,86 0,67; 1,11 0,241
Ilpomennse Meton Ba Fulvestrant  Fulvestrant Cpaskesge Mexkay rpynate
a oneHKa; 500 mg 250 mg (Fulvestrant 500 mg/Fulvestrant 250 mg)

TepanesTHyHo (N=362) (N=374) AbcomoTia 95% CI

CpABHEHHE pa3HKa B

%

CoIr % MaLKeNTH

¢ obeKTABEY

OTTOBOP;

afconoTHA

pasziHKa B %

O6mo nanMeHTH 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
CKII* % mALHEHTH

e KIH;

a0coMmoOTHA

paiuka B %

O6ino naltHenTH 45,6 39,6 6,0 -1,1; 133
-AE noarpyna (n=423) 524 45,1 7,3 -2,2; 16,6
-AH noarpyna (a=313)* 36,2 323 39 -6,1; 15,2

DyNBECTPAHT & NOKA3AH APH MAUHEHTH, KOWTO Ca MMATHK PEHINB WM IPOTPeCcH 110 BpeMe Ha aHTH-ECTPOTEHOBa

Tepanun, Pesynrature ot AH-moarpyna ue ca ybeanrenny.

Ipencrapensre 3a Ol MaHmK ca 0T OKOHUATENHHTE AHATHIN 32 (IPSKHBLEMOCT NIPH roToBHOCT 75%.

Homunarha p-cToiinoct Ge3 1a ¢e Npasy YTOUHABAHE 38 PA3THUATA IPH CPABHEHHE MEXIY ThPBOHAUATHHTS AHATHIH

38 061 OPEKHUBAEMOCT IPH TOTOBHOCT 50% U OGHOBEHHTE AHATH2H 3a NPSKMBAEMOCT IPH roTOBHOCT 75%.

COII ¢ oreHEHa MPH MALMEHTHTE, MPH KOHTO ¢ GAJI0 BH3MOKHO A C€ OUEHK MOBIHABARETO HA HIXOMHO HiBO (T.c. IIpH

MAHCHTHTES C H3MEPHMO 3ab0oNABane Ha W3XoMHO HUBO: 240 nankeHTH B rpynara Ha §yneectpant 500 mg u 261

MAIMEHTH B rpyniata Ha yasectpant 250 mg).

[NanuerTH ¢ Rai-n06po 00CKTHEEO NORNMABAHE HA MLIHG MOBIHABAHE, YACTHYHO NOBJIHABAHE WIH CrabniHo

3abonasate =24 CeAMHIIA.

[TBIT: mpexmesemoct Ges nporpecus; COIL: crened Ha ofextuero nomirseane; CKIT: creneH Ha KNMHEHA nc.llsa,.;,EH:-‘:-';l.N_A_

KnrnKuHa nomsa; OfT: obma npexussemoct; K-M: Kannaun Masiep; CI: noeepurenen urrepsat; AH: WMWW? o
o e e FaRs TN

AE: aHTHecTpOreH. e ] .

-
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EnHo panHnoMu3upaHo, JBORHOCANO, KOHTPOJMPAHO C ABORHO mianefo, MHOTOLEHTPOBO NPOYBAaHE
¢asa 3, ¢ pynsectpant 500 mg copaMo aHacTpo30.1 1 mg, e NPOBENEHO MPH HOCTMEHONAY3AIHH XKEHH C
ER-noziTuBeH W/HIH PgR-MO3HTHBEH NOKANHO aBAHCHPAT HJIH METACTATHYEH PaK Ha MIIEUHATA JKIIe3a,
KOHTO MPEAXO/HO He ca OHIH JleKyBaHH ¢ XOpMOHanHa Tepanua. O6mo 462 nauneHTKH ca
PaHAOMH3HPAHH B ChOTHOLIEHHe 1:1 fa noaydasar nocneaosatenHo gynsectpant 500 mg HiM
aHacTpo3oia 1 mg.

Pannomu3aumsaTa € cTpaTHQHUHPAHA [0 THNA Ha 3a60ABaHeTO (TOKAJHO ABAHCHPAJ HIIH METACTATHYEH),
NpeJxoAHa XMMHOTEPAITHA 34 aBaHCHpaAIo 3aboNsaeaHe H H3MEPHMO 3aboniBaHe,

[TepBHYHAaTa KpaiiHa TOUKa 32 ePHKACHOCT Ha IPOYYBAHETO € OLCHEHATa OT H3CNeAOBATENA
npexupieMoct 6e3 nporpecus (ITBIT), ouenera crobpasto ¢ RECIST 1.1 (Kputepnn 32 olieHka Ha
MOBAHABAHETO [IPH COJMIHH TyMopH [Response Evaluation Criteria in Solid Tumours]). Kmouosute
BTOPHYHH TOYKH 32 e(PHKACHOCT BKMOYBAT 06ma npexussieMoct (OIT) u cTeneH Ha 0OEKTHBHO
nosaussane (COIT).

IpH NalHeHTKUTE, BKIIOYEHH B TOBA NPOYUBAHE, MENHAHATA HA BB3PAcTTa € 63 rofuHH (aAHanasol 36 1o
90 rogunw). [o-ronamara yacr ot naudenTkuTe (87,0%) ca ¢ MetacTaTHuHO 3a60NABaHe HA H3XOAHO
nuBo. [letaecer n net nponenTa (55,0%) OT NaUHEHTKMTE ca ¢ BECLEPATHH METACTA3M H2 H3XOAHO HHBO.
O6mio 17,1% oT nanueHTKUTE NPEIXOAHO Ca PEMHHANH XHMHOTEPANEBTHYEH PEXUM 3a aBAHCHPAIO
3aGonasane; 84,2% oT nauMeHTKUTE HMAT H3MEPHMO 3a00ABAHE.

CBHOTBETCTBAIIH Pe3yNTaTH ce HaOMOAABAT B NMO-TONAMATA 4T OT [IPEABAPHTEIHO ONPeAeeHHTE
NOATPYNH MALMEHTKH. B MmoArpynara nauueHTKH, IpH KOATO 3a00IABAHETO € OrPaHHYEHOo N0
HEBHCLEPATHY MeTacTasH {n=208), koeduuneHTHT Ha prck (HR) e 0,592 (95% CI: 0,419; 0,837) B
PaMOTO Ha (YIBECTPaHT, B CpaBHEHHE C PAMOTO Ha aHACTPO30i1. B moarpynara Ha MaHEHTKHTE C
BHCUepatHu MeTactaszd (n=254), HR e 0,993 (95% CI: 0,740; 1,331) B paMOTO Ha (YJIBECTPAHT, B
CpaBHEHHE C PAMOTO Ha aHacTpo30.1. Pezynrarute 3a eduxacroct ot npoyusasero FALCON ca
npejcTaBeHH B Ta0mHIa 4 v gurypa 1.

Tabauua 4 Pesiome Ha pe3yTTaTHTe 32 DbpBHUHATA KpaHiHa ToUKa 3a epaxacuocT (TIBIT) 1
KJII090BHTE BTOPHYHH KPaliHH ToUuKH (0lleHKa HA H3c/IegoBaTend, intent-to-treat
nony;aanna) — npoyisade FALCON

Fulvestrant Anastrozole
500 mg 1 mg
(N=230) (N=232)
[MpexuBsemoct 6e3 nporpecus
Bpoit ciyuan a ITBIT (%) 143 (62,2%) 166 (71,6%)
Koeduuuent Ha puck 3a TIBIT HR 0,797 (0,637-0,999)
{95% CI) u p-crofisoct p=0,0486
Menuana ua I5I1 [Meceun 16,6 (13,8; 21,0) 13,8 (12,0; 16,6)
(95% CI))
Bpoii cryqau #a OIT* 67 (29,1%) 75(32,3%)
Koednuuent Ha pirck 3a OI1 HR 0,875 (0,629~-1,217)
{95% CI) u p-croiisocT p=0,4277 e
COIT** 89 (46,1%) | 88 (44,9%) T T e b
T T Y
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CHOTHOIIEHHE HA IIAHCOBETE 24 OR 1,074 (0,716-1,614)
COII (95% CI) u p-cToifHOCT p=0,7290
Mennana Ha ITIT (Mecenn) 20,0 13,2

CKII 180 (78,3%) 172 (74,1%)
CHOTHOLIIGHHE HA 1HAHCOBETERA OR 1,253 (0,815-1,932)
CKII (95% CI) u p-cToiiHoCcT p=0,3045

* (31% oT nIaHMPAHOTO BpEME HA NPOCACAHBANE) - HEOKOHUATENEH auann: Ha OII

b NpH NAUHEATKHA ¢ HIMEPHMO 3abonnBane

®urypal Kpusu ua Kaplan-Meier 3a npexupsemoct Ge3 nporpecus (otieHKa Ha H3c/Ieq0BaTes,
intent-to-treat nonynanusa) — npoyusane FALCON

1,44
Hed
5.2+
9,74
| o
[¥a]
= B
1
m
- G54
7]
g
= dod
8 .
2 sid -._‘
g --.-ﬁ‘
4,14 ooy
Stamoal el
Fei ™
Foll

Bpeme ot paHnoMusHpane (Meceuu)

Bpoi Ha RALMEHTUTE B pUMCK:

FUL500 230 187 171 150 124 110 96 81 63 44 24 11 2 0
ANASL 232 194 162 139 120 102 84 60 45 31 22 10 0 0

Hse xnnpuunn npoyusanns ¢asza 3 ca NpUKIIOUHIE npH o610 851 nocTMeHONAY3aIHH JKEHH C
aBaHCHPAJ PaK Ha rbp/iaTa, KOUTO €a HMANH PeL(uIUB Ha 3a00JMBAHETO N0 BPpEME HA HITH Clie]l
a[I0BAHTHA SHAOKPHHHA TEPAITHA, HIIH IIPE MPOrpecH clell eHJOKPHHHA TEpaNus 3a HaNpe Hano
zabonspane. CepemaeceT U cefieM npoileHTa (77%) OT H3C/IeIBaHATa NOMYMALHS Ca HMAMH €CTPOreH-
peLenTop NO3MTHBEH paK Ha rbpAara. [IpoyuBaHuATa cpaBHABaT He30nMacHOCTTa H epHKacHOCTTa HA
MEeCeYHOTO Npuiarase Ha gynsectpant 250 mg cpellly eKeIHEBHOTO NpHIATaHe Ha 1 mg aHACTPO30
(apomarasen unxuburop). Kato nsno, dynsectpaut B qo3a 250 mg MeceuHo e TONKOBA SHHKACEH,
KOJIKOTO aHACTPO30J, M0 OTHOLICHHE HA NPEKUBAEMOCT 6¢3 NPOrpecHs, 0GEKTHBEH OTrOBOP H BpeME Ha
npexuBsBane. HaMa CTATHCTHYECKH 3HAYHMH Pa3/IMKH NPH BCEKH OT Te3H KpalHH TOUKH 32 og;eimr‘
MEKAY JBeTe TepanesTH4HH rpynH. ITspeuuHaTa kpaifaa Touka € npexHeseMocT 6e3 nporpe’mm. e "
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KoMOuHipaHUAT aHATH3 Ha IBeTe NIPOYUBaHKs NOKa3Ba, Ye 3afonieaneTo € nporpecupano npH 83% ot
nonyvasandTe (GpyaBeCTPAHT MAUHEHTH, B CPaBHEHHE ¢ 85% OT noly4apanuTe aHacTPO3ON NAUHEHTH.
KoMOGuHupaHUaT aHaTH3 Ha [BeTe NPOYYBaHHS MOKA3Ba, Ye KOSPULUHEHTHT Ha PUCK 33 MPEXHBACMOCT
6e3 nporpecus npu dyneectpant 250 mg cipamo aractposon e 0,95 (95% CI 0,82 go 1,10). ITpu
dyneecTpanT 250 mg 00eKTHBHOTO NoBJIHABaHE € 19,2%, 8 cpaBHeHEe ¢ 16,5% npH aHacTPO30JL
Meauarara Ha BpeMeTO Ha IPEXHBABaHE € 27,4 Mecela 3a IeKyBaHuTe ¢ Qy/IBECTPaHT NANHEHTH H 27,6
MECE1a 3a TeKyBaHHTE ¢ aHacTpo3on NanHerTH. KoeduiHeHTBT Ha puck 3a ynsectpanT 250 mg,
COpAMO aHACTPO30IL, [0 [TOKa3aTesd BpeMe Ha npexuBaBane € 1,01 (95 % CI 0,86 o 1,19).

Kombunupana mepanus ¢ nanboyuxnué

EnHo ¢asa 3, MexayHapoaHO, paHIOMH3HPAHO, ABOKHOCIAINO, MAPANENHO-TPYTIOBO, MHOTOIIEHTPOBO
npoyusane Ha ¢pynsectpanT 500 mg numoc nanGounkant 125 mg, cupamo ¢ynsectpant 500 mg nmoc
mnauedo, ¢ nposeaeHo npH ke ¢ HR-monoxurenes, HER2-oTpHuaTeieH NOKATHO aBaHCHPAN pak Ha
MJICUHATA XKJ163d, HETIOANEKAL HA PE3SKUMA HIH TbYeTepanuA ¢ TeYeGHa et HiId MeTaCTaTH4EH PaK Ha
MIICYHATA KJIe3d, HE3aBHCHMO OT TeXHHA MEHONAY3aJleH CTaTyC, YHeTo 3a00NABaHe € MPOrpecHpato cnel
TIpeAXONHA eHAOKPHHHA TEPANHA NPH (HEO)a IOBAHTHA TEPANHA HITH METACTATHHHO 3a00/IABaHe.

O6u1o 521 npe-/nepH- H NOCTMEHONAY3ANHH XeHH, IPH KOHTO € HACTLIHK/IA TIPOrPeCcHA O BPEME Ha HiIH
B paMKHTe Ha |2 Mecella OT 3aBbPIIBAHETO Ha ANIOBAHTHATA SHOOKPHHHA TEPAITH, HIH N0 BPEME Ha HIIH
B paMkHTe Ha 1 Mecel| OT NpeAXoJHa eHIOKPHHHA TepallHs 3a aBaHCHpano 3abonsABane, ca
PaHIOMH3MpaHH B ChOTHOINEHHE 2:1 Ha dynBecTpaHT uroc nandouuknud, UIH GynBecTpanT niatoc
nnaie6o, H ca CTPaTHHUIUPAHH N0 JOKYMEHTHPAHA YYBCTBHTEIHOCT KbM NPEIXOAHA XOPMOHANHA
Tepanui, MEHONAY3AJIEH CTATYC MPH BKJIIOYBAHE B IPOYYBAHETO (fIpe-/mepH- cNpAMo
NOCTMEHOMNAY3a/IHI) H HAMYHE Ha BHCUEPANHA MeTacTasH. [Ipe-/mepiMeHonay3anHHTe JKeHH TONyqasar
LHRH aronucta rozepesms. IManueHnTs ¢ apancHpano/MeTacTaTHuHO 326014BaHe, CHMITTOMTHYHH, C
BHCUEPAIHO pa3IpOCTPaHEHe, HIT0XEHH HA PHCK OT JKHBOTO3aCTpAlIABALIH YCIIOKHEHN B
KpPaTKOCpoYeH IUTaH ( BKIFOYHTENHO NANHEHTH ¢ MACHBHM HEKOHTPOJIHPaHH H3HBH [[IeBpancH,
nepukap/ieH, IepuToHEaneH], 6enoapoben numbpanrut 1 Han 50% yepaoapoOHO 3aciarane), He ¢a
OTTOBapsIH HAa YCAOBHATA 33 BKJIIOYBAHE B IPOYYBAHETO.

llaupeHTATE NPOXBIKABAT Aa NIOIYYABAT ONPEAENEHOTO JeHeHHe 10 OOEKTHBHA IPOTPECHS Ha
3a6ongBaHETO, BIOIIABAHE HA CHMITOMUTE, HENPHEMJIMBA TOKCHYHOCT, CMBPT HIIH OTTEr/1AHe Ha
CBITIACHETO, KOSTO BH3HAKHE MBPBO. He ce Jonycka KphCTOCBaHe MeX 1y TepalleBTHUHHTE PaMEHA.

Haxonuute seMorpadickd U HPOrHOCTHYHH XAPAKTEPUCTHKH HA MAHEHTHTE B paMOTO Ha (PyNBeCTpaHT
nmoc nandouuiub u paMoTo Ha bynBeCTpaHT ILIKoC MIaneGo ca cxoann. MenanaTa Ha BB3pacTTa Ha
NaUHEHTHTE, BKIIOYEHH B TOBA MPOYYBaHe, € 57 roanny {(guana3on 29—88). Bhs BCAKO TEpaleBTAYHO
paMo IoBEYETO OT NALIHEHTHTE €4 OT EBPONSHAHATA PACca, HMAT JOKYMEHTHPAHA YYBCTBHTENHOCT KbBM
MpefXcAHa XOPMOHAIHA TEpaNds H ca ocTMeHonay3anuy. [Ipubnusurenno 20% ot nauueHTHTE ca npe-
/MepuMeHonay3anHy. Beuuky MauAeHTy ¢a [moy4asaiy npeIxoHa CHCTEMHA TEPAITHs H TIOBEYETO
NAUHEHTH BBB BCAKO TEPANEBTHYHO PAMO €A [TOMYYaBalH NMPEeAX0OACH XHMUOTEPANCBTHYEH PEXHM 32
CBOATA OCHOBHA AnarHo3a. [Toeede oT noaosuHaTa (62%) MMat GyukunoHaneH cratyc 0 mo cKanara Ha
Hsrounara xoonepathpHa rpyma mo onkonorus (ECOG), 60% aMar srclepalHd MeTacTasH, a 60% ca
[OTyqaBali [TOBEYe OT 1 npeaxoneH XOpMOHAIEH PEXHM 33 CBOATA OCHOBHA JIHArHO3A.

IIbpeugnara kpaliHa To4ka Ha IIPOYYBAHETO € OUEHEHaTa OT H3caeqosatens [1BI1, oueHe qlamm
N
RECIST 1.1. Honabpxaiure ananusu Ha [1BI1 ca GasMpaH Ha He3aBHCHMA uempam;a ox;;e\,ﬁ,m\\ s
o T :
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pentrenoso uicneapaue (Independent Central Radiology Review). BroputiHuTe KpailHH TOUKH BEKJIFOUBAT
obextaBen otropop, CKII, o6wa npexusseMoct (OIT), GezonacHOCT 1 BpeMe [0 BIIOIABAHE TPH KpaiiHa
TO4YKa OOMKa.

[Ipoy4saneTo MocTHra ITbPBHYHATA Kpalia Touka 32 yAb/DKaBaHe HA OLeHeHa oT u3cieqoparend [TBII
0pd MeXIHHHAS aHau3, NpoBeZeH [IPH 82% ot nnannpanute ITBI1 cb6HTHA; pesynTariTe npeMHHABAT
MpeaBapHTENHO OMpe/e/ieHaTa rpanuia Ha edakacHocT Ha Haybittle-Peto (a=0,00135), nemoHCTpHpaiiky
CTATHCTHYECKH 3HAYMMO yAbDKapane Ha [IBI1 0 kiuuKH4YHO 3Ha4HM TepaneBTHYeH edekt., [To-akTyarHu
JaHHH 33 ePHKACHOCT ca MPeACTaBelH B TabnHua 5.

Cnen meHaHa Ha BpeMeTo 3a pocieassane 45 Meceua okoHdarenHusT ananus Ha OlT e u3pbplieH b3
ocHoBa Ha 310 cubutTua (60% oT parmoMu3HpauuTe NatinenTd). Habmonasa ce 6,9-Mecevuna pasiiKa B
meauanara Ha OIT B paMoTo Ha nanGounxnu® nmoc GyneRecTpanT cpaBHeHo ¢ maaefo muoc
be.l'[BeCTpaHT; TO3H pE3YNITAT He € CTATHCTHYSCKH 3IHaYHM IIDH npennapmem-[o OI'IPCJJCJIBHDTO HHBO HA
3pavnMoct ot 0,0235 (1-ctpanno). B pamoto na niaue6o mmoc gynsectpanrt 15,5% ot
paHIOMHM3HPAHKTE MAUKEHTH nomyuasar nanfounknut u apyrd CDK HHXuOGUTOPH (UHKIHH-32BHCHMH
KHHA3HH HHXHOWTOPH) KaTO MOCAEABALIQ JIEUSHHE Clie]l MPOrPECHsL.

PesynraTnte oT oLeHeHUTE OT uscnenopatens qaxnu 3a [IBI] u kpaiinara OI1 ot npoyuBaHeTo
PALOMAS3 ca npencrasenn B TaGmina 5. ChoteetHute kpusn Ha Kaplan-Meier ca mokasanu na @Hrypu
2wu3.

Tabnuua 5 Pesynratn 3a edpuxacHocT — npoyusane PALOMAS (oneRka Ha H3C/IeA0BaTENA, intent-
to-treat momy;annsn)

AKTYAJIH3HPAH aHAJIH3
{zara Ha 3axaouBaHe #a 6a3aTa Janun 23 okToMBpE 2015 1.)
Fulvestrant + naatonaxamb Fulvestrant + niane6o
(N=347) (N=174)
IIpexxnpseMocT Ge3 nporpecHa
Menuana [mMecenn (95% CI)) 11,2 (9,5; 12,9) 4,6 (3,5; 5,6)
Koednunent Ha puck (95% CI) u 0,497 {0,398; 0,620), p<0,000001
P-CTOHHOCT
BropH4HH KpaiiHn TOUKH*
O6ekTuBeH oTroeop [% (95% 26,2 (21,7;31,2) 13,8 (9,0; 19,8)
C)]
OtexTuBeH OTroBop (HAMEPHMO 33,7(28,1; 39,7) 17,4(11,5; 24.8)
sabonasane) [% (95% CD)]
CKII [% (95% CD)] 68,0 (62,8; 72,9) 39,7 (32,3, 47.3)
Kpafina o61ma npexusgeMoct
(OII) (nata na 3aKno4BaHe Ha
Oaszara faHHH 13 anpun 2018 1.)
Bpoii ceouTis (%) 201 (57.9) 109 (62,6)
Meanana [Mecenn (95% CD)] 34,9 (28,8, 40,0) 28,0 (23,6, 34,6)
KoeduuuenT Ha puck (95% CI) u 0,814 (0,644, 1,029)
-croitHocTt p=0,04291*

CKlIl=crenex Ha kusHryuHa nonsa; CI=nosepurened Kurepar; N=0poit namxenth; OR=00¢cKTiBeN 0TTOBOD Pesyararure or

e ——

BTOPHUHKTE KpAaHM TOUKH Ca BH3 OCHOBA HA MOTELPICHU H HENOTBBPACHH otroBops ckrtacao RECIST 1.1,
* Bes CTATHCTHIECKA SHAYHMOCT
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t l-cTpanma p-CTOHHOCT OT JIOFAPHTMAYHMS TECT, CTPATHQHIMPAH 33 HANMYHE HA BACLEPANHH METACTA3M H UYBCTBHTENHOCT
KBM MPEAXOAHA CHAOKPHHHA TEPAMHA, 110 PAHACMH3AHS.

Onrypal Kpreu ua Kaplan-Meier 3a npexxnssiemoct Ge3 nporpecrs (oOnenxa Ha HicJaeqoBaTes,
intent-to-treat momysannsa) — npoyusane PALOMAS3 (gaTa Ha 3axaiouBaHe Ha 6azaTa
IaHnH 23 okromepn 2015r.)

— nanGouukIHG+GyIBeCTpaHT
901 --- miauebo+HpyneecTpanT

BepoaTHocT 3a MBI (%)

204
10 4
|
0 1
) 1 ¥ ) 3 L] 1 L] |
0 2 4 6 8 10 2 14 16 18 20 2
Gpo# nauMeHT™ B p1ck Bpeme [mecew)}

PALSFUL 347 2780 245 215 180 188 137 & 38 12
PCBAFUL 174 192 83 & & LE] % 15 1 4

ol ———
"""’_‘h-—-c--«-‘

1

-

FUL=dyneecrpant; PAL=nantoimknu6; PCB=nnaueGo.

HalntonasaH ¢ HaManen puck OT NPOrpecHs Ha 3a00/ABAHETO HIIH CMBPT B PAMOTO Ha (y/IBECTPAHT
MIOC NanOOUHKIHG BbB BCHYKH OTACHH NOATPYNH NAHEHTH, AeQHHAPaHH O CTPATH)HKAHOHHATE
(akTopH 1 H3xOMHKTE XapakTeprucTHKH. ToBa e BHAHO npu Npe-/epuMesnconay3anuu xenn (HR 0,46
[95% CI: 0,28; 0,75]) 1 noctMeHonay3anus xend (HR 0,52 [95% CI: 0,40; 0,66]), ¥ NaLHEHTH ©
BHCIEpaNHO MeTacTaTH4HO 3a6omsaeane (HR 0,50 [95% CI: 0,38; 0,65]) 1 neBUCHEPaAHO METACTATHYHO
zabonsBane (HR 0,48 [95% CI: 0,33; 0,71]). ITon3a chIoO € yeTAHOBEHA HE3ABUCHMO OT JIMHHHTE Ha
MpeAXonHa Tepanus B cayJaii Ha MeTacTasy, Hesapucumo ganu 0 (HR 0,59 [95% CI: 0,37; 0,93]), 1 (HR
0,46 [95% CT: 0,32, 0,64]), 2 (HR 0,48 [95% CI: 0,30; 0,76]), unu >3 muunn (HR 0,59 [95% CI: 0,28;
1,22]).

Figure 3. Kpusu Ha Kaplan-Meier 3a 06ma npexussiemoct (intent-to-treat nomysiauns) —
npoyusase PALOMA3 (zaTa Ha 3aKiniouBaHe ua 6a3ata 1anHn 13 anpuna 2018 r.)
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JOITbTHHTETHH H3MEPHTEIH 33 eUKaCHOCT (0OEKTHBEH OTTOBOP H BpeME A0 TYMOPEH OTTOBOp),
OLICHEHH B MOATPYMATA MALHEHTH CBbC WM Ge3 BHCIepalHO 3afonsBate, ca mokasaHy B Tabiauma 6.

Tabmmua 6 Pesynrarn 3a epuxacHOCT IPH BHCUEPANHO H ReBHCIePanHo 3a6onnBane 0T
npoyusaneto PALOMADZJ (intent-to-treat nonynauus)

Bucnepanno 3abdonasane Hepncuepanno 3a6onsBane
DynBecTpanT DyaBecTpanT dynsecTpanT (DyIBECTPAHT
ILIIoC ILTIC mIaneto e Lnoc naaneéo
naI6onEKInG (N=105) naatonukand (N=69)
(N=206) (N=141)
ObeKkTHBEH 35,0 13,3 13,5 14,5
otrosop [% (95 (28,5; 41,9) (7.5;21,49) (8,3;20,2) (7.2, 25,0)
% CD)]
Bpeme g0 3,8 5,4 37 3,6
TYMOpeH {3,5;16,7) {3,5; 16,1 (1,9;13,7) 3.4,3,7)
OTroBOP,
Menuana
[Mecenn
{mnanazon)}

*P C3Y.TTaTH 34 OTTOBOD, OCHOBAHH HA MOTBBPACHH H HENOTREDACHH OTTOBOPH.

N=6poii marmenTs; Cl=noacpurencu Hareppan

CuobennTe OT MaUHEHTHTE CHMITOMH 2 CHEHEHH Ype3 W3M0I3BaHe Ha BRIPOCHHKA Ha EBponeficka

OpraHM3aLys 3a H3cneBaHe U fledeHue Ha paka (European Organization for Research an fe'é'tn‘zé?@t"pf\

Cancer, EORTC) 3a xavectBo Ha xuBot (quality of life questionnarie, QLQ)-C30 1 HerORit MoAYI 32"
o ‘/’ _ ‘\_'.".-

T
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pak Ha miedHata xke3a (EORTC QLQ-BR23). O6uo 335 mayueHTH B paMOTO Ha PYyNBECTPAHT ILTIOC
nanbounkmb M 166 nauMeHTH B paMOTO Ha dynBECTPaHT MIIOC M1aLeO0 ¢a MOMLIHKIH BLIPOCHHKA Ha
H3XOJHO HHBO, H IPH MOHE €HO NOCEINEHHE clel H3XOIHO HHBO.

BpeMETO AC BIIOUIABAHE € NTPCABAPHTCITHO OHpeIc/ICHO KATO Bpem:'ro MEXKIY H3XOOHOTO HHBO H m,pBaTa
M0sBA Ha yBeNH4YeHHE > 10 TOYKH CpAMO HIXOAHOTO HHEO B CKOPOBETE HA cHMOTOMA fouKa.
JloGasanero Ha nanbouukmml KeM GyIBECTPAHT BOAM N0 [10J13a MO OTHOIIEHHE HA CHMIITOMHTE 9pe3
3HAYHTENHO YABIDKABAHE HA BpEMETO JO BIOMIABAHE Ha CHMITTOMA BONKA B CPABHEHHE C PyNBECTPAHT
nioc nuanebo (Meanana 8,0 mecena cnpsmo 2,8 mecena; HR 0,64 [95% CI: 0,49; 0,85]; p<0,001).

Edexmu evpxy nocmmenonay3ainus eHdoMempuym

TIpeAKIMHHYHHTE NAHBK HE TIPEATIONAraT CTHMYMpal eeKT Ha (yIBeCTpPaHT BBPXY
MOCTMEHOMAY3aTHHA €HAOMETPUYM (BXK. Touka 5.3). JIByceAMHYHO NPOYYBAHE NPH 3APaBH
MOCTMEHONAY3AMHU XEHH A00POBOILY, JeKyBaHH ¢ 20 micrograms eTHHUIECTPaHO/ AHEBHO, NIOKA3Ba,
e NpeaABapuTeHa Tepanus ¢ GpynBecTpanT 250 mg BOAU MO0 3HAYUTETHO NOHHKEHA CTHUMY/IALUHA Ha
IOCTMEHOMAY3aNHHUA EHIOMETPHYM B CPaBHEHHE C MPEABAPHTENHO TPETHPAHE ¢ Niane6o, YCTAHOBEHO
4pe3 yNTpa3BYKOBO H3MEpBaHe Ha Je0eNuHaTa Ha €HAOMETPHYMA.

HeoaroBaHTHOTO NEUEHHE ¢ NPOABLIIKMTENHOCT A0 16 ceIMHIA, TIpH MAilMEHTKY ¢ PaK Ha I'bpAATa ¢
¢yneectpant 500 mg nwmm dyneectpanT 250 mg, ve BOAM IO 3HaYMMH NIPOMEHH B AeOeNHHATA HA
CH/IOMETPHYMA, XOETO FOBOPH 32 JIMIICA Ha aroHn3bM. HAMa NaHH# 32 HeKENaHN PeakiHH 10 OTHOLICHHE
Ha EHIOMETPHYMa, TIPH NPOYYBAHATE MANHEHTH ¢ Pak HA rbpjata. HaMa JaHHH Mo OTHOUICHHE HA
MOP(PONOrHATa HA CHAOMETPHYMA.

I1pu npe xpatkocpodHu npoyysaHus (1 H 12 cenMuuK) Npu npeMeHonay3a/lHH NAlMEATKH C
no6poKauecTBCHO THHEKONOrH4HO 3a60/ABane, MEXIY IPYNHTE Ha (ynBecTpanT i miauebo He ca
HabnofaBaHH 3HAYHMH Pa3/IUKH B exorpatcku M3MepeHaTa AebenHHa Ha eHIOMeTPHYMA.

Ecpexmu evpxy xocmume

HsaMa aenrocpouny KITMHHYHY AaHHH 32 eexra Ha dynBecTpaHT BEpXY KocTHTe. HeoadioBaHTHOTO
nevYeHye ¢ NPOAbIKHTENHOCT A0 16 ceAMHIM, NPy NALMEHTH ¢ pak Ha rbpAata ¢ dynsectpant 500 mg
uni GynpecTpanT 250 mg, He BOH 40 KIMHHYHO 3HAYMMH IPOMEHH B CTONHOCTHTE HA CepyMHHTE
MapKepH Ha KOCTHHA ThPHOBEP.

[leanaTpuyna nonynanng
OynBecTpaHT He € MOKa3aH 3a ynoTpeba npu aeua. EBponeiickara areHiis no JekapcTBaTa 0CBoO0XK 1apa

OT 330BIDKEHHETO 34 MIPSAOCTABAHE HA PE3YITATHTE OT POYYBAHNHATA C (PYNBECTPAHT BbB BCHUKH
TOATPYIH HA NEAHATPHYHATA NOMYJAlHA 33 paK Ha rbpAaTa (BK. Touka 4.2 32 HHPOpMalHs OTHOCHO
neAHaTpHYHaTa ynoTpeha).

Ortkputo npoyusane ¢asza 2 npocnenssa Ge3omacHocTTa, edukacHoCTTa ¥ HapMakOKMHETHKATA HA
¢yneectpanT, npu 30 MoMiteTa Ha BB3pacT ot 1 A0 8 roauHu, ¢ MporpecBeH NPEeXAEBPEMEHEH
mybeprer, cBbp3aH cbe CHHAPOM Ha McCune Albright (MAS). TlenuaTpHYHHTE NAASHTH €A NOJy4aBaiH
4 mg/kg MeceuHa HHTpamMycKyaHa Ao3a ¢pyneectpanT. Tosa 12-MeceuHo Npoy4BaHe & Npocneauio naGop
OT KpaiHH ToukH Ha MAS u mokassa penynnpane 9ecToTaTa Ha BArMHANHO KbPBEHE, ¥ peAYLHPAne- -
CKOPOCTTA Ha yBeIHYABAHE HA KOCTHATA BhapacT. Hali-HHCKHTE nnasMeHH KOHICHTPAIHH | '\ 1 ]
(ynBecTpaHT B CTALMOHAPHO CBCTOAHHE MPH ACLA B TOBA POYYBAHE CA CHBH3MEPHMH € méugﬁ R
Loy i ;

ot
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BBE3pacTHH (BX. Touka 3.2). HaMa HOBM choGpaxkeHns 3a 6e30macHOCTTa, BE3HHKHAIM B PE3YNTAT Ha TOBA
MaJIkO IPOYYBAHE, HO BCE OIIE HE C2 HAMMYHY 5-roJHIIHUTE TAHHM.

5.2 ®dapMakOKHHETHYHH CBOHCTBA

Abcopbunsa

Crex npuioxeH#e Ha FbarofcHcTBapA Gy BecTPaHT KaTO HHTPaMYCKYJIHA MHDKEKIHsA, (Y TBECTPAHT ce
pe3opbupa 6aBHO, 8 MAKCHMATHHTE TA3MEHH KOHUEHTPALKH (Cmax) C& ZOCTHTAT ClIed oxoo 5 f4H. [Ipn
IPHIOKEHHE Ha PynBecTpanT 500 mg, oLue npe3 MbpEHS Mecell ¢ AOCTHIaT eKCIIO3HIHH, PaBHH HA HIH
BIH3KH O Te3H, MPH CTAHOHAPHO ChCTosARMe (cpenun [CV]: crotsetno AUC 475 [33,4%)] ng fun/ml,
Cmax 25,1 [35,3%] ng/ml, Cuin 16,3 [25,9%] ng/ml). [Tpu cTaMOMapHO CHCTOSHHE, NIA3MEHATA
KOHUCHTpaLHUA Ha $yJBECTPAHT ¢ NOAXBPKA B CPABHHTENHO TECEH MANA30H, C MPUOIH3UTENHO A0 3-
KPAaTHA PA3NHKA MEX/Y MAKCHMAITHATE H HaH-HKCKMTE KOHLUCHTpauuH. Clel HHTpaMyCKyJIHO
TPHIOKEHHE, EKCIIO3HLHATA € NpHGAH3HTENHO NPONOPLHOHANHE Ha £03aTa B JO30BHA JHanasoH ot 30
Jo 500 mg.

Pasnpenenenue
DynsecTpadT HMa OBbp30 H WIHPOKO pasnpeneneHde. [ oMeMuAT npHBHACH 00eM Ha pasnpeaencHHe (Vdss)

APH CTAllHOHAPHO CBCTOsHEE - NpHONIn3uTenyo 3 go 5 kg, npeanonara, 4e pa3npeneleHAETO € IIaBHO
€KCTPaBaCKYJIApHO.

(ysiBeCTpaHT Ce CBBP3Ba B Fo/aMa cTelieH (99%) ¢ nnasMerute npoterHy. JINOnpOTeHHHTE ¢ MHOTO
HACKa IILTHOCT (VLDL), nunonportennnte ¢ Hucka nibtHOCT (LDL) H MUMONPOTEHNHHTE C BHCOKA
mrsTHocT (HDL) ca rnaeunte cBbpaBamy komnonenTH. He ca nposefeHd npoyusanus 3a
B3aHMOJCHCTBUA Ha KOHKYPEHTHO CBEP3BAaHE KbM NpoTeHHH. He e onpeaerneHa ponsTa Ha CEbP3BAILHA
neneBHTe XopMoHY rnoSynuH (SHBG).

bu chopMmaris

Meta6omiamMbT Ha GYNBECTPAHT HE € YCTAHOBEH HAITKLIHO, HO BKITIOYBA KOMOHHALIMH OT HAKOIKO
BB3MOXHH THTHINA Ha GuoTpanchopMalis, aHATOTHYHH HA Te3H MPH €HIOTEHHATE CTEPOH/IH.
Hpentuduuupannte MetabommTH (BKMKOYHTETHO 17-keT0, cyadon, 3-cyndar, 3- 1 17-rnokopoHHIHH
METabOIHTH) €a HITH 10-MaJIKO AKTHBHH, HITH [IPOABSBAT CXOAHA HA (YIBECTPAHT AKTHBHOCT NIPH
aHTHECTPOreHHHTE MoAend. [TpoyaBaHHsATa, H3NON3BAIIM NPENAPATH OT YOBEILKH 9epeH Apod H
pexOMOHHAHTHH 40BEHIKH eH3HMH Mokassar, 4e CYP3A4 e eauncteennat P450 nzoeHIuM, BKIOYEH B
OKCHIauHATa Ha (yneecTpanT. Bee mak m3rmexna, 4e Ipyrd OTHLLR, KOHTO HE ca cBBp3aHH ¢ P450,
JNOMYHHpAT NOBEYE in vivo. In vitro JaHHHTe npeanonarar, 4e dynsecTpanT He Huxubapa CYP3A4
H3IOEH3HMHTE.

Envmunupane
OyNBeCTPaHT ce eJIHMHHHD2 FAaBHO noA dopmaTa Aa MeTabonuTH, OCHOBHHA ITHT HA EKCKPELIHS € Ype3

deueca, ¢ no-Manko ot 1% ekckpenus B ypuHara. DynBecTpart MMa BUCOK KMpeHc, 11+1,7 ml/minkg,
ApEATONAran BUCOKA CTENEH Ha YePHOAPOGHA eKCKpeLa. TepMHHATHUAT NOTYXHBOT (t12), CREA
HHTPaMYCKYJIHO NPUIOKEHHE, C& ONMpeelis OT CKOPOCTTa Ha abcopbius | ce onenssa Ha 50 THH.

Cheunanuy nonynanuy
Ipn nonynaunoHeH papMaKOKHHETHYEH AHANIM3 HA NAHHH OT NpoyusaHHs ¢ala 3 He ca y

pasnukH BEB PJapMaKOKHHETHYHHEA MPOQHI Ha QyABECTPAHT MO OTHOIICHHE HA BB3PACT
89 ropuum), rerno (40-127 kg) unu paca. '
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Bvbpeuno yepeacoane
Jlexa a0 yMepeHa cTelleH Ha HapylieHre Ha GrOpeunara dyHKUHS He MOBMUABA (apMaKOKUHETHKATA Ha
¢ynBeCTpaHT A0 KNMMHUYHO 3HAYHMA CTENEH.

Heprodpobno yapexcdane

dapMakokKHeTHKATa Ha PyNBECTPAHT € OlieHeHA B KITHHHYHO MPOYYBaHe C ¢HOKPATHA 4033 [IPH MEHH C
ieka 10 YMepeHa CTeneH Ha YepHoapoOHo yepexaane (knac A u B no Child Pugh). Ilpanoxena e
HHTPaMyCKylIHO BHCOKA 1032 ¢ KpaTkoTpalino seeexnane. Habmogasauo e o 2,5 TbTH OBHIICHHE HA
AUC npH xenn ¢ 4epHOAPOOHO yBpexkIaHe, B CPABHEHHE ChC 3APaBH nHua. [Ipyn nal(MeHTH, Ha KOHTO €
NpuaokeH ¢yasecTpanT, MOKOOHO MOBUIIEHHE HA EKCIIOIMLUATA e 04aKsa Ja Ob/ie AoOpe TONEPHPAHO.
A enu ¢ Texka uepuoapobHa HefoctaTeuHOCT (Kaac C mo Child Pugh) He ca ouensasaHy.

Heduampuvra nonyrayus

(apMakoKHHETHKaTa Ha QYNBECTPAHT € OUeHEHA B KIMHHYHO MPOYUBaKe, nposedeHo mpy 30 MoMHYeTa
¢ NPOrpecHBEH MPEXKIAEBPEMEHEH IyDepTeT CBBP3aH ¢b¢ CHHAPOM Ha McCune Albright (MAS) (BK.
Touka 5.1). [leqnaTpHvnKTe NauMeHTH ca GMIA HA Bh3pacT Mexay | H 8 roaHHH, ¥ ca MOTyYaBajid

4 mg/kg MeceqHa HHTpaMYCKYITHA 1032 dyiBectpanT. CpeHAaTa reoMeTpuyHa (CTaHAAPTHO OTKIOHEHHE)
Hali-HHcKa koHIeHTpauuA (Cmin,ss), B cTalMoHapHo cheTosuaue H AUCss, ca Gunu cpotBeTHO 4,2

(0,9) ng/ml 1 3 680 (1 020) ng*hr/ml. BenpekH, e chOpaHUTE AAHHH Ca OrPAHHYEHH, HAH-HUCKHTE
KOHLIEHTPalHH Ha (yJIBECTPAHT B CTZUHOHAPHO CHCTOSHHE MPH €A H3IMJIEKAA ¢a CHH3MEPHMHE C TE3H
NPH BL3PACTHH.

53 IlpeaxITHHHYHH JAHHH 32 Ge30MACHOCT
OcTpaTa TOKCHYHOCT Ha (yIBECTPAHT € HHCKA.

PeepeHTHHAT IEKapCTBER MPOAYKT M APYruTe GOpMH Ha yIBECTPaHT ce oHacAT fobpe mpH
KHBOTUHCKH BHAOBE, H3TOJI3BaHM [IPH [IPOYUBaHHS C MHOTOKPATHO Npuiarade. CuHTa ce, 4€ TOKATHATE
PEaKLHH, BKIIOYATETHO MHO3HT H 00pasyBaHe HA rPaHyJIOMH Ha HHXEKIIHOHHOTO MACTO, C¢ AB/DKAT HA
HOCHTEIA, HO TEXECTTa Ha MHO3HTA MpH 3aiilli HapacTBa ¢ (yABECTPAHT, B CPABHEHHE ¢ KOHTPOIHTE Ha
(u3nonoruyen pasreop. IIpH NpoyuBaHHsITA 32 TOKCHYHOCT ¢ MHOTOKPaTHY HHTPaMYCKYIIHH JI03H Ha
(pyBECTPAHT NPH THXOBE ¥ KyYeTa, AHTHECTPOTEHHATA aKTHBHOCT Ha (JY/IBECTPAHT ¢ OTTOBOPHA 32
noBeyeTo eIeKTH, 0COOEHO BBPXY JKEHCKATa PENPOAYKTHBHA CHCTEMA, HO ChLIO H BBPXY APYTH
YYBCTBHTE/IHH Ha IOJIOBHTE XOPMOHH OpraHH H IpH JBaTa nosa. [Ip HaKoH KyueTa, Cnes AbAroCpovHO
npuoxkenne (12 Mecenia) B pa3diHYHH ThKAHH, € HAGMIONABAH ApTEPHHT.

Ipy npoy4BaHHA BBPXY KyYeTa, Ciel IEPOPATIHO M HHTPABEHO3HO HPHIOKEHHE, ¢4 YCTAHOBEHH e(eKTH
BbPXY ChpPICUHO-CBJ0BATA CHCTeMa (Nieka enesauus Ha S-T cermenta va EKT [mepopalno npuiokeHHe]
H CHHYCOB apecT NpH €HO Ky4e [HHTpaBeHo3HO]). Te ce HabMOAABAT NpH eKCNO3HIKOHHH HUBA MO~
BHCOKH, OTKOJIKOTO NpH NANMEHTHTE (Cuax>15 MBTH), H BEPOATHO €4 ¢ OTPAHHYEHO 3HAYEHHE 32
CHI'YPHOCTTA [IPH XOpa, NPH NpHIaraHe Ha KIHHHYHA 1034,

PyIBeCTPaHT HAMA FeHOTOKCHYEH TIOTEHIHANL
DyIBeCTPaHT M0ka3Ba edeKTH BLPXY PENpOIYKIHATA H eMOPHO/DETANHOTO pazBUTHE, ROUTEEH B, .- \
CbOTBETCTBHE C HEMOBATA AHTHECTPOTCHHA AKTHBHOCT, B JIO3H CXOJHH ¢ KTHHAYHATA: 11§ {I@W‘ :

v

'
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Habmogasany 0OpaTHMO NOHHKEHHE HA KEHCKATa GEPTHIIHOCT M NPEXUBAEMOCT Ha eMOpHOHa,
JACTOKHA W YBETHUCH PHCK OT GeTaHN AHOMAJHH, BKIIOYHTENHO Ha Tap3aiHaTa CTaBa. 3ailiy, Ha KOUTO
e faBaH ynBeCTpaHT, He 3aabpKat OpemeHHOCTTA. 3a6eA3aH ¢a YBENIMYEHHE HA TEINOTO Ha
[TaleHTaTa i MOCTUMILIAHTAUMOHHA 3ary0a Ha deryca. FIMa ysenuueH pHck oT (eTanHy BapHALHH IPH
3aliiy (H3MECTBAHE Ha3a/l HA TA30BHA TIPBCTEH H 27 npecakpaneH NPeLieH ).

JIBYTrOAMIIHO MPOYYBaHE 32 OHKOreHHOCT MPH ILTHXOBE (HHTPAMYCKY/THO TIPHIIOKEHHE Ha QyNBECTPaHT),
[OKA3Ba YBEJIMYECHA YECTOTa HA A0GPOKaYeCTREHH AHUHHKOBH rPaHyI03HO—KISTEYHH TYMOPH IpH
MKEHCKH ILTBX0BE, HPH BUCOKATa Ao3a 10 mg/mnsx/15 AHYM H YBEAHYECHA YECTOTA HA TECTHKY/IHH
JlaHguroBH TYMOPH TIPH MBXKUTE. B ABYTOAHIIHO NPOyYBaHE MPH MUIIKH 33 OHKOTEHHOCT (C
€KETHEBHO MEPOPANIHO NPHIIOKEHHE) CE YCTAaHOBABA [IOBHILICHA YECTOTA HA OBAPHAIHH CTPOMATHH
TYMOPH OT MOJIOBH BBPBH (KaKTO q0GPOKAYECTBEHH, Taka H 3NOKAYESCTBEHH), IPH A03d OF 150 1

500 mg/kg/nnesHo. Ha HHBOTO, NPH KOETO HE C& YCTAHOBABA eEKT 3a Te3H HAXOAKH, HHBATA Ha
cucremHna excnosuuus {AUC) ca npubansurenno 1,5 MbTH OT OYAKBAHHTE HMBA HA €KCIIO3HIIHS NIPH
XOpa, NPH XKEHCKUTE IUTbXoBe, H 0,8 MLTH NpH MBKKKTE IUTEXOBE, a MPU MUIIKH — npubnu3uTento 0,8
BTH OYAKBAHHTE HHBA HA €KCMIOZULIHA TIPH X0pa, H [IPH KEHCKUTE, H MPH MBKKATe MHIIKH. MHAyKuusTa
Ha TaKHBa TYMODH €& Ib/DKH HA (JapMaKOIOrHYHO 00YCIOBEHHTE eHIOKPHHHH [IPOMEHH IT0 MEXAHK3Ma
Ha obpaTHaTa BPBE3Ka Ha HHBATA HA FOHAJOTPOIHHHTE, IBJKALM Ce HA AHTHECTPOTeHHTE IIPH XHBOTHHTE
¢ ectpyc. ETo 3aio, ce cMATA, Y€ Te3W HAXOAKH HAMAT OTHOILEHHE KbM IIPHIOKEHHETO Ha (hyNBECTPAHT
MPH TOCTMEHOMAY3ANHH JKEHH C HanmpeIHAT pak Ha rbpaata.

[IpoyusaHHs 3a OLEHKA Ha PHCKA 3a okonHaTa cpeda (ERA) neMoHCTpHparT, 4e ¢ynBecTpaHT

OOTEHLMANHO MOXKE /12 IPHYHHH Hexenany eekTH BbpXY BOIHTE (Bk. Touxa 6.6).

6. GAPMALEBTHYHH JAHHH

6.1 ConrcnbK HA IOMOLIIHHTE BElIECTBA
Eranon {96 npouenTa)

benzumoe ankoxon (E1519)
Bensunbensoar

PununoBO Macno, padHHHpaHO

6.2 HechLBMECTHAMOCTH

Ilpu nHnca Ha NPOYYBAHHA 38 HECHBMECTHMOCTH, TO3H NIEKapCTBEH NPOAYKT He TpsAOBa fa ce CMecBa ¢
APYTH NEKAPCTBEHH MPOLYKTH.

6.3 Cpok Ha roasocr
2 roguHH
6.4 CHoenuanHR ycJOBHS HA CHXPAHEHHE

Ha ce coxpanasa u mpancnopmupa g xaadumnux (2°C-8°C).
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TeMmnepaTypHH OTKIOHEHHA M3BELH AHana3ona 2°C—8°C tpadea na ca orpadndes. BrimognTeHo,
TpAGBA 1 ce u30ArBa ChXpaHeHHE MPH TeMIepaTypH, Hagsuuiasaiy 30°C, KakTo H ChXpaHEHHE 33
noBeye OT 28-1HEBEH NIEPHOT, MPH CPe/iHA TEMNEPaTypa 3a ChbXpaHeHKe Ha nponykra noa 25°C (Ho Haa
2°C-8°C). Criell eBeHTYANHH TEMNEPATYPHH OTKJIOHEHHS, MPOAYKTHT He3abaBHO TPAGBA /1a C€ BEPHE KbM
IpenoPbLYHTENHHTE YCIOBHA Ha ChXPaHEeHHE (4a cE ChXpaHsBa H TPAHCMOPTHPA B XIJHAHHK npH 2°C—
8°C). TemnepaTypHHTE OTKIOHEHHS HMAT KyMYJaTHBEH eekT BbpXy Ka4ecTBOTO Ha NPOAYKTa H 28-
JHEBHHAT MEPHOJ HE TPAOBA Ja ce HaJIBHIIABE Mpe3 2-TOJMIUHKA CPOK HA TOJHOCT Ha (yNBecTPaHT (BX.
Touka 6.3). U3narade Ha npoaykTa Ha TeMepatypH mof 2°C HsMa Ja My HaBpeIH, CTHIA A3 HE Ce
cohxpansBa nog —20°C.

HpenBapﬂTenHo HallBJIHCHATA CIIPHHIIOBKA & C€ ChbXPaHABA B OPUTHHAIHATA ONTAKOBKA, 34 Aa CC
npeana3na oT CBETIIHHA.

6.5 BHI H cHABPHKAHHE HA OMAKOBKATA
ChABLPKALMAT MPEJBAPHTENHO HAMBJHEHATA CIPHHIIOBKA KOMILAEKT C€ CHCTOH OT:

Enna 3aneyatana ¢ kanauka, ¢ 7acTMAcoB TBBPA BPbX, NPO3paiHa, CThKJICHA, NPeABapHTEIHO
HAITBIIHEH3 CIPHHLIOBKA OT Tun 1 ¢ nomMcTHPEHOBO GYTANO H €NaCTOMEPHa 3anyliaka Ha 6yTanoTo,
cbIBpkama 5 ml GpynBecTpaHT pazTBOP 38 HHIKEKL{HH.

Ocurypena e cemo H obesonacena uria (BD SafetyGlide) 3a cheannaBaHe ¢ TANOTO Ha CIPHHNOBKATA.

Hnu

/lBe 3aneyaTaHu ¢ kanayka, ¢ MIACTMACOB TEBPJ BPBX, NPO3PAYHH, CTHKIICHH, [PEABAPHTETHO
HANBJIHCHH cnpuHUoBKY oT Tun | ¢ nonHcTHpeHoBO GyTaNo U efacTOMEpHA 3aImyInanka Ha 6yTanoro,
BCAKA OT KOMTO Chabpka S ml (hynBecTpaHT pazTBop 33 HHXeKIHH. OCHIYpEeHH ca ChOIO U ABE
obesonacenn urin (BD SafetyGlide) 3a cheqHHABAHE ¢ TANOTO Ha BCAKA CIPUHLIOBKA.

Hiu

IHecT 3aneqaTani ¢ Kanagka, ¢ NAACTMACOB TBHPA, BPBX, IPO3PAYHH, CTHIJIEHH, IPEIBAPHTEIHO
HaIrb/IHEHH CIIPHHLOBKH oT THM 1 ¢ MOAWCTHPeHOBO OyTANIO0 H eacTOMEPHA 3amyLianka Ha OyTanoTo,
BCAKA OT KOMTO ChABpka 5 ml ¢ynsectpanT pasTeop 3a HivkeKIHH. OCHTYPEHH ¢a ChILO H IECT
obeszonacern HraH (BD SafetyGlide) 32 cheiMHABaHE ¢ TATOTO HA BCAKA CIPHHLOBKA.

He BCHYKH BHI0OBE OIaKOBKH MOTaT 42 ObJaT mycHaTH B mpoaax(a.
6.6 CnenuaJHH DPeATIA3HH MEPKH NPH H3XBbLpIAHE H paboTa
HHCTPYKINH 32 IPHIOKEHHE

[Ipunaraiite HIDKEKIMATA CIIOPE] MECTHHTE PBKOBOJCTBA 32 H3BBPUIBAHE HA HHTPAMYCKYJIHH HHXCKIRH
¢ roJIsiM 00eM.

O~
3ABEJIEXKA: ITopanu 61H30cTTa Ha NOATEXAUIAS CEAANHIIEH HEPB, HEOOXOIHMO € BRAMAR fips ,}}\\
TIpHJIaraHe Ha QynsecTpaHT B AOp30TIyTeaNHata 06.1acT (BX. TOUKa 4.4). e _l‘:"'-\,;‘\.-’)
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Brumanue — npein ynotpeba He cTepuiH3Hpaiite obe3onaceHara uria (MOAKOKHA Hria ¢ Mpeanas1re
»BD SafetyGlide™) B aBrok/1aB. BbB Bcek elHH MOMEHT 110 BpeMe Ha paboTa ¢ urjara u mnpu
H3XBBPIISAHETO i pbleTe TpsOBA A2 OCTaBaT 33/ Hes.

3a BcAKa OT ABETE CMIPHHIIOBKH:

- M3Banere CTBKICHOTO TAJIO HA CIPUHLIOBKATA OT KYTHSTA M POBEPETE Ja/i He € IOBPEIeHO.
- OrtsopeTe BbHIIHATA OMAKoBKa Ha obe3onacenara uria (SafetyGlide).
- [Tpenu npunoxenue, pa3TBOPUTE 3a NAPEHTEPAITHO NPHIIOKEHHE TPAOBA Ja ce Ornear 3a BUAHMH
YACTHIIM M IIPOMsHA Ha L{BeTa.
- JlpwxTe cnpuHLOBKaTa u3npaseHa 3a opebpenara 4act (C). C apyrata pbka XBaHeTe Kamaiero
(A) ¥ BHHMaTETHO 3aBBPTETE M1aCTMACOBATA Karayka ¢ TBbPJ BPbX B [OCOKA, 00paTHA Ha
4aCOBHHKOBATA CTpesika (BkK. urypa 1).

Qurypa 1

- Orcrpanete kanaueTo (A) ¢ ABHIKEHHE NPABO HArope. 3a /1a 3ana3uTe CTePHIHOCTTA, He
JIOKOCBaiiTe BbpXa Ha cnipuHuoBkata (B) (Bxk. ¢urypa 2).
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- 3akpenere obe3onaceHaTa Hria KbM Hakpaitnuka Tun ,,Jlyep-JIok” u 51 3aBbpTETE, I0KATO CE
3akpenu crabuaHo (Bx. purypa 3).

- [1posepeTe fanu urnara e 3akitoueHa B Jlyep-kOHEKTOpa, NPeau Aa NPOMEHHTE BEPTHKAIHOTO
MOJIOKEHUE HA CIIPHHLIOBKATA.

- Hzabpnaiite npeana3suTess Ha HIaTa NpaBo HaNpes, 3a 1a He YBPeauTe BbpXa H.

- JoGiKeTe CpHHLOBKATA 10 MACTOTO Ha NPUIIOKEHHE.

- Ortcrpanere npeanasuTess Ha Uriara.

- H3ronere H3MLIHKSA Bb3AYX OT CIPHHLIOBKATA.

Durypa 3
- [Tpunoxere 6aBHO HHTPAMYCKYJIHO (1-2 MUHYTH/MHKEKLMS) B CEAATHILETO (rIyTealHara
obnact). 3a ynodcTBO Ha npUiaraliks HHXKEKLHATA, CKOCeHaTa CTpaHa Ha HrJjarta e
OpHEHTHPaHAa KbM JIOCTYETO (BK. Gurypa 4).
Qurypa 4

- Bennara cnes HHKEKTHPAHETO, ¢ €JMH NPBLCT HATUCHETE JIOCTYETO, 3a 1a aKTHBHpaTe
npeanasutens (Bx. purypa 3).

3ABEJIEXKKA: Ilpu akTHBHpaHeTo He Haco4BaiiTe Hriata KbM cebe cH M KbM ApyrH Xopa. M3uakaiite na
4yeTe LIpaKBaHe U MOrNeNHeTe Al BbPXbT Ha UIJIaTa € MOKPUT HAbJIHO.
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®@urypa 5

UzxBbpisiHe
[TpenBapHTENHO HAITbJIHEHHTE CIIPHHLIOBKH Ca NpeJHa3HauYeHH caMo 3a eIHOKpaTHa yrnotpeba.

ToBa nexapcTBO MOJKe J1a NpeJCTaBlIsBa PUCK 3a BoguTe. Heusnon3BauusT JeKapCTBEH MPOMYKT HITH

OTNaIbYHHTE MATEPHAIH OT HEro TPsOBa J1a ce H3XBBPJIAT B ChOTBETCTBHE C MECTHUTE U3MCKBAHHA (BXK.

ToukKa 5.3).

7. HNPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.

H-1103 Budapest

Gyomroi ut 19-21.

YHrapus

8. HOMEP(A) HA PASPELHIEHHETO 3A YIIOTPEBA

Per. Ne 20210035

9. JIATA HA ITbPBO PA3PEIIIABAHE/IIOJJHOBSAABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jara Ha mbpBo paspewasane: 10.02.2021

Jlata Ha moc/neHO NOAHOBSABAHE:

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA

16.03.2021 —
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