IMPNJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1.

HUME HA JIEKAPCTBEHUA ITPOAYKT

®ynBectpant Mylan 250 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA

2.

KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna mpenBapuTeIHO HalbJIHEHA CIPUHIIOBKA Chabpika 250 mg dyneectpant (fulvestrant) B 5 ml
pasTBop.

ITomoIHM BElIeCTBA C M3BECTHO JeicTBHe (Ha S ml)

Eranoin, 6e3Boaen (500 mg)
Benzunos ankoxoxn (500 mg)
Benzunbensoat (750 mg)

3a MBJIHUSA CIIUCHK HA IIOMOIIHUTE BCHICCTBA BHXKTC TOUYKaA 6.1.

3.

JIEKAPCTBEHA ®OPMA

HHxek1roHeH pa3TBop.

Bucthbp, O€31BETEH 10 JKBJIT BUCKO3EH Pa3TBOP.

4.

4.1

KJIMHNYHU JAHHAN

TepaneBTuan NMoKa3aHus

(I)yJ'IBeCTpaHT € IIOKa3aH:

KaTo MOHOTEpAITHs 3a JICYCHUE HA €CTPOTEH-PELENTOP MO3UTHBEH, JIOKATHO aBaHCUPAT WIN

METacTaTHYCH PaK Ha MJIEYHATA JKJIe3a TIPU MIOCTMEHOTIAY3aTHH JKCHH:

- KOWTO Tpe/Y TOBAa HE ca OWJIM MOJIaraHu Ha CHJOKPHUHHA TEPAITUs HITH

- CpeuuAMB Ha 3a00JSIBAHETO IO BpEME Ha WM CIIEH aAI0BaHTHA aHTHECTPOTCHHA TEPaIlus,
WM TIpYU TIPOTPECHs Ha 3a00ISIBAHETO 110 BpEME Ha aHTHECTPOTCHHA Tepartusl.

B KOMOMHAITUS ¢ TanOOIMKINO 32 ieueHHe Ha MOJIOKHUTENIEH 3a XopMoHaieH penentop (HR),

OTpHLIATENICH 32 PELENTOp 2 Ha YOBEIIKUs enuaepmaieH pactexen ¢akrop (HER2) nokanno

aBaHCHpPAaJ WM METACTATHYCH paK Ha MIIEYHATA KJIe3a IIPH KEHH, KOUTO TIPE/Id TOBa ca

MoJTy4aBall €HAOKPHUHHA Tepamnus (BX. Touka 5.1).

[pu npe- wim nepuMeHoIIay3aTHH )KeHH, KOMOWHHUpaHaTa Tepanus ¢ majaoonukind Tpsaodsa na e
KOMOHMHMpaHa ¢ aroHUCT Ha JTyTeHHU3Mpall XopMoH-ocBoOokAaBam xopmoH (LHRH).

4.2

Jl03MpOBKA M HAYMH HA MPHJIOKEHHE

2103I/I[ZOBK3

Kenu (sxnroyumenno 6 cmapuecka 6b3pacm)
[Ipenopruntennara go03a € 500 mg Ha HHTEPBAINA OT SIUH MECEIT TUTIOC TOMBJIHNATETHA 1032 0T 500 mg
JIBE CEIIMUITU CIISHT IIbpBaTa J103a.

Korato ¢ynBecTpanT ce n3mon3Ba B KOMOMHAINS ¢ TATOOITMKIING, MOJIS, BIDKTE ChIOo KpaTkara
XapaKTepHCTHKA Ha MPOTyKTa MajIOouKInG.

[penu 3amouBane Ha KOMOWHKpaHa Tepanus ¢ QyJIBECTpaHT U MATOOUKINO, U 10 BpeMe Ha Iisiarta i



MNPpOABIIZKUTCIHOCT, npe—/ MEPUMCHONIAY3AJITHUTC )KCHU TpSI6Ba Ja 6’B,Z[aT JICKYBAaHHU C arOHUCT Ha LHRH,
B CbOTBCTCTBUC C MCCTHATA KIIMHUYHA IIPAKTUKA.

CrienuaiHy momyJIaIuu

bwvbpeuno yspescoane

He ce mpenopbuBa Kopurupane Ha J103aTa IpH MAIUEHTH C JIeKa 10 yMepeHa CTeleH Ha 0b0pedHo
yBpexaaHe (KpeaTHHUHOB KIUpBHC > 30 ml/ min). besonacHoctTa u euKacHOCTTa HE ca OLEHEHH MIPH
MAaIMEHTH C TeXKa CTereH Ha ObOpedHo yBpekaane (KpeaTHHHHOB KiupbHC < 30 ml/ min) u nopagu
TOBA, TIPH TE3H MAIIMECHTH C€ TIPETIOPHUBA JIa CE TpUjIara ¢ MOBUIIICHO BHUMaHHE (BXK. ToUuKa 4.4).

Yeprnoopobro yepexcoare

He ce npenopbuBa amanTupaHe Ha 03aTa Py NAIMEHTH C JieKa 10 YMEPEHa CTeTeH Ha YepHOAPOOHO
yBpexaaHe. Borpeku ToBa ¢pynBecTpaHT TpsiOBa Jia ce Mpuiiara ¢ MOBHIICHO BHUMAHUE TPH TE3U
MAalMEHTH, Thi KaTo € Bb3MO)KHA MOBHUILIEHA EKCIIO3ULMS Ha QynBecTpaHT. HsiMa maHHM py MauueHTH
C TEXKKa CTENEH Ha YEPHOAPOOHO yBpeknane (Bxk. Touku 4.3, 4.4 u 5.2).

Ieouampuuna nonynayus

BezonacnoctTa 1 eprkacHOCTTa Ha (yIBECTpPaHT MpH Aeua Ha Bb3pacT oT 0 10 18 rogunu He ca
ycTaHoBeHHU. HannuHuTe 10 MOMEHTA JaHHU ca OMMMCAaHHU B TOUKH 5.1 1 5.2, HO IpenopbKu 1Mo
OTHOILICHNE Ha JO3UPOBKA HE MOXKE /1a ObIaT HAIIPABEHH.

Haunn Ha npuioxeHue

dyneecTpanT Mylan TpsiOBa 1a ce mpuiiara Kato B¢ NMOCIeIOBaTeTHN OaBHU HHTPAMYCKYJIHA
uHXeKIH oT 5 ml (1-2 MUHYTH Ha WHXEKITUS ), TIO €/JHA OT BCsKA CTPaHA Ha cealTMIIeTo (TIIyTeaaHara
obmacr).

Heobxonumo e BHuMaHue npu uHkektupane Ha OynBectpant Mylan B gop3orayreanHara odaact
nopajau OIM30CTTa Ha NOAJIEKAIINS CEJaTUILEH HEPB.

3a noapoOHN HHCTPYKLNH 3a MPUIOKEHUE, BIXKTE TouKa 6.0.

4.3 IIpoTuBonmoKa3zanus

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO HIIM HAKOE OT IOMOIIHUTE BEIIECTBA, H30POCHU B
Touka 6.1.

Bpemennoct u kppMene (Bk. Touka 4.6).

Texka crened 4epHOAPOOHO yBpexkaaHe (BxK. Touku 4.4 u 5.2).

4.4 CrnenuaJiHu npeaynpe:xIeHus ¥ Mpeana3Hu MepKU Npy ynorpeda

dynBecTpaHT TpsIOBa Jja ce Mpujiara ¢ IOBUIIIEHO BHIMAaHHE MPY TAIMEHTH C JIeKa JI0 yMepeHa CTereH
Ha YepHOPOOHO yBpexkaane (Bxk. Touku 4.2, 4.3 u 5.2).

dynpecTpaHT TPSAOBA 1A ce Mpuara ¢ MOBUIICHO BHUMAHHUE MPH MALMEHTH ¢ TEXKKA CTEIICH Ha
O0BOpeyHo yBpexaaHe (KpeaTUHUHOB KIMpbHC < 30 ml/ min).

[Mopanu uHTpaMyCKyJIHUS BT Ha BbBEXKJaHe, PyJIBeCTpaHT TpsAOBaA Ja e U3IO0JI3Ba C MOBUIICHO
BHUMAaHHE MPH MAIIMEHTH C XeMOparnyHa AuaTte3a, TPOMOOIIUTOIICH!S M TIPY T€3H Ha aHTHKOAryJaHTHa
Tepanus.

YecTo npH JKEHH C HANIPEAHAN PaK Ha I'bpjaTa ce HaOIoAaBaT TPOMOOEeMOOIMYHH HHIIUACHTH, KOETO €
Ha0JI01aBaHO ¥ MTPH KIIMHUYHY MTpoy4BaHus ¢ QynBectpant (BkK. Touka 4.8). ToBa Tps0OBa 1a ce B3eMe

MPEIBHI, KOraTo ce MPEeANHcBa (yIBECTPAHT IPYU PUCKOBU MALIUEHTH.

[pu nmxexTHpaneTo Ha QyIBECTPAHT Ce CHOOLIABAT CHOUTHUS HA MSICTOTO HA MH)KEKTUPAHE,



BKJTFOUBAIIIY HIIHAC, HEBPAJITHsl, HEBpoIaTHa 0oJika 1 nepudepHa HeBponaTus. Heooxomaumo e
MTOBUINIEHO BHUMAaHUE MPH MPHUIIOKEHUE Ha (DYJIBECTPAHT B IOP30TIIyTeaaHara o0IacT nopaau
0JIM30CTTa Ha TIOJISKAIINS CEAATUIICH HepB (BXK. Touku 4.2 u 4.8).

Hsma nparocpouynu manHu 3a edexra Ha (yaBecTpaHT BbpXy Koctute. [lopagn MexaHu3ma Ha
neiicTBUe Ha (PyJIBECTPAHT CHILIECTBYBA NOTCHIUAIEH PUCK OT OCTEOII0PO3a.

Eduxacnoctra 1 6e3omacHocTTa Ha (DyIBECTPAHT (WM KATO MOHOTEpanus, Wil B KOMOMHALIUS C
NaIOOUKING) HE ca MPOYUYESHU NPH NMALUEHTH ¢ KPUTHYHO BUCLEPATHO 3a00JIsBaHE.

Korato ¢ynBectpanT ce u3mosn3Ba B KOMOMHALUS ¢ TaI00UKKINO, MOJIs BIDKTE b0 KpaTkaTta
XapakTepUCTUKa Ha MPOAYKTa Maa00uuKiIno.

IloBnMsABaHE Ha TECTOBETE 3a €CTPAANOIOBH aHTUTEIA

[Mopanu cTpykTypHOTO 0o100Me HA QYIIBECTPAHT U eCTPAIHOI, (PYJIBECTPAHT MOXKE Ja TIOBJIHSC
TECTOBETE 3a €CTPAJMOJIOBH aHTUTEIA, KATO TE MOKE J]a MOKaKaT (DaIINBO MTOBUILICHH HIUBA HA
€CTpaguo.

IleguaTpryHa IOMYJIAIHS

OynBecTpaHT HE Ce MPENOPbYBA MPH JICla U FOHOIIN, Thid KaTo 0e30MacHOCTTa U e(h)UKaCHOCTTa HE ca
YCTaHOBEHH 3a Ta3W IpyIlia MarueHTH (BX. Touka 5.1).

®dynsectpant Mylan ceabpxka 10% 1/0 ankoxou (eTanoun)

Tora nekapcTBo chabpxka S00 mg amkoxo (€TaHo) BB BCEKH 5 ml, KOETO € EKBHBAJICHTHO Ha
10% T1/0. KonnuecTBOTO B eqHa j1eyeOHa 71032 (T.€. ABE CHOPUHIIOBKM) OT TOBA JIEKAPCTBO €
€KBHUBAJICHTHO Ha MO-MaJKo OT 25 ml Oupa wim 10 ml BuHO. MalIkOTO KOJIMYECTBO aJIKOXOJ B TOBA
JIEKapCTBO HAMA Ja UMa HAKaBU 3a0€Ie)KUMH e(PEeKTH.

®dynsectpanT Mylan cbabpprka OEH3MIOB AJIKOXOI

To3u nexapcTBeH NpoAyKT chabpxka S00 mg OSH3MIOB aTKOXO0J BBB BCEKH 5 ml, KouTo ca
exBuBasieHTHU Ha 100 mg/ml (10% T./00.). BeH3UIOBUAT aIKOX0JI MOKE J1a IPUYHHHU aJleprHYHH
peaxumu.

®dynsectpanT Mylan cpabppxka OeH3MIOEH30aT

To3u nexapcTBeH NPOAYKT Chabpxka 750 mg OeH3mI0eH30aT BHB BCEKH 5 ml, KOWTO ca €KBUBAJICHTHU
Ha 150 mg/ml (10% T/0).

4.5 B3auMojeiicTBUe ¢ IPYyTr4 JIeKAPCTBEHU NMPOAYKTHU U APyru ¢opMu HA B3auMojieiicTBue
Knuanyno npoyuBase 3a B3auMoaeicTBre ¢ Muaasonam (cyocrpar Ha CYP 3A4) nemoHcTpupa, ye
¢yneectpant He naxuOupa CYP 3A4. KnuHn4HM npoydYBaHus 3a B3aUMOICUCTBHE C pUPaMITUIIHH
(uanykrop Ha CYP 3A4) u xerokonasou (naxuburop Ha CYP 3A4) He moka3BaT KIMHAYHO 3HAYUMA
MpoMsiHa B KJIMpBbHCa Ha (ynBecTpanT. Clle1OBaTEIHO HE € HY)KHO KOPUTHpaHe Ha J103aTa MpH
MalMeHTH, KOUTO NPUeMaT €THOBPEMEHHO (QYIBECTPaHT U MHXUOUTOPpH nin nHAykTopu Ha CYP 3A4.

4.6 ®epTrinTeT, OPEeMEHHOCT U KbPMeHe

KeHH ¢ IeTepoJicH MOTCHITNA

[arueHTKM ¢ AeTepojicH MOTeHIMAN TPsIOBa Aa U3MONBBaT e()eKTUBHA KOHTPAICTIIHS 110 BpeMe Ha
neuenue ¢ dynsectpant Mylan u 2 roauHuU e MociIeHaTa 103a.



Bbpemennoct

DynBeCTpaHT € MPOTUBOIIOKA3aH IIpu OpeMeHHOCT (BX. Touka 4.3). ViMa manHu, 94e IpH IIHX0BE U
3alIy ciie]] eTHOKPATHO UHTPAMYCKYIIHO MpHUiIoKeHue (yIBECTPaHT MUHABA IIpe3 IUTalleHTaTa.
[IpoyuBaHusATa MPU )KUBOTHU MOKA3BAT HATMYHE HA PEIPOTYKTUBHA TOKCHYHOCT, BKIFOUUTEITHO U
MOBHINICHA YeCTOTa Ha (DeTAHU aHOMAJIMKM U CMBbPTHH ciTydan (BK. Touka 5.3). AKo 1o BpeMe Ha
MPHIOKEHUETO Ha (DyIBECTPAHT HACTHIIM OPEMEHHOCT, IAllMeHTKATa TPsIOBa 1a Obae nHOpMHUpaHa 3a
MOTEHIIMATHATE OMACHOCTH 3a ILI0JIa ¥ MOTSHIIMAIHUS PHUCK 3a 3ary0baTta my.

Kbpmene
Kbpmenero TpsiOBa 11a ce MpeyCTaHOBH 110 BpeMe Ha JieueHue ¢ pynBectpant. dynBecTpaHT ce
EKCKpETHpa B MIIIKOTO Ha JIAKTHUpAIIH IIbX0Be. He ¢ n3BecTHO nanu (hyJIBECTPAHT Ce eKCKPEeTUpa B

kbpMaTta. [lopagyu noreHiyana oT cepuo3HU HEXXEIAHU PEaKkUK OT (YJIBECTPaHT IIPU KbpMaueTa,
ynoTpebaTta My 1o BpeMe Ha JIAKTallys € IPOTHBOIOKa3aHa (BK. Touka 4.3).

DepTUnuTer

Edexrure Ha QpynaBecTpaHT BbpXY GepTHIUTETA IIPHU XOpa HE ca MPOYUBAHU.

4.7 Edextn BBpXy cniocodHOCTTa 32 IIO(pHpaHe u padoTa ¢ MAIIMHHA

@ynBecTpaHT He MOBIUABA MIIM MOBINABA HE3HAYUTEIHO CIIOCOOHOCTTA 3a modupaHe u padoTa ¢
MalirHA. Bee nak, moHexe npu JiedeHue ¢ PyaBecTpaHT MMa MHOTO Y€CTH ChOOIICHHS 32 aCTCHMUS,
MalMEeHTHTE, KOUTO Pa3BUAT Ta3u HEXeJIaHa peakius, TpsOBa Aa HOAXO0XKAAT C HOBUILIEHO BHUMAaHHE
KBbM I0(HpaHeTo U padoTaTa C MaIINHU.

4.8 He:xenanm nexkapcTBeHH peaKuu

Pesrome Ha mpodria Ha 6€30mMacHOCT

Monomepanus_

B Ta3u Touka e npezcraBeHa HH(GOpMAIKs, OCHOBAHA HA BCHYKH HEXKETaHU PEaKIUu OT KIMHUYHH
MPOYYBaHUs, IOCTMAPKETUHTOBY MPOYYBAHUS U CIOHTAHHH ChOOIICHUs. B cOopHUTE MaHHM 3a
(yJIBeCTpaHT KaTO MOHOTEpAIHs Hali-4eCTO ChOOIIABAHUTE HEIKEIIAHN PEaKIUU ca OWIIM peakiuy Ha
MSCTOTO Ha HHXKEKTHPaAHE, aCTCHUS, TaJICHE U MOBUIICHH YepHOApoOHU eH3uMu (AJIAT, ACAT, AD).

B Tabnuua 1, naneHure mo-qo01y KaTeropyuu 1o YecToTa Ha HexkenaHute ekapctBenn peakuun (HJIP)
ca M3YUCIICHH Bbh3 OCHOBA HA COOpHM aHAJM3HM Ha 0€30MacHOCTTa IPH I'PYIH Ha JIeYeHUe ¢ PYIBECTPAHT
500 mg B mpoy4BaHusi, KOUTO cpaBHsABAT QynBectpanT 500 mg ¢ pynBectpant 250 mg [CONFIRM
(mpoyuBane D6997C00002), FINDER 1 (npoyusane D6997C00004), FINDER 2 (mpoyuBane
D6997C00006) u NEWEST (mpoyusane D6997C00003)] nnu camo ot FALCON (mpoyuBane
D699BC00001), koeTo cpaBHsBa ¢ynBectpant 500 mg ¢ anacTpo3on 1 mg. Korato yectoTure oT
cOopHUs aHaW3 Ha JanHuTe 3a 6e3omacHoCT U oT FALCON ce paznuuaBar, € pejcTaBeHa mo-
BUCOKaTa yectoTa. Jlamenute B Tabnuua 1 yecToTr ca Bb3 OCHOBA Ha BCUUKM ChOOIEHH ChOUTHSA, O3
3HaYeHHUE KaKkBa ¢ OWia IpeleHKaTa Ha H3CIIeIoBaTells 3a MPUYMHHO-CIIC/ICTBEHATa Bpbh3ka. MenuaHara
Ha MPOABIDKUTEIHOCT Ha JedeHneTo ¢ pynsectpant 500 mg B cOopHHUTE NaHHH (BKIIOYUTEIHO MTO-TOpe
cnomenatute npoyusanus mwiroc FALCON) e 6una 6,5 mecena.

TabiuyeH CIMCHK HA HEXKEIAHUTE PCaKIIn

N36poeHUTE MO-0Ty HEKENaHU PEakIny ca KJIacH(HUIIMPAHH 110 YeCTOTa U CHCTEMO-OPTaHHH KJIaCOBE
(COK). I'pynupaneTo 1o yecrora € ne)MHUPAHO I10 CIeAHaTa KOHBeHIUs: MHoro yectu (> 1/10),
Yectu (> 1/100 mo < 1/10), Hewectu (> 1/1 000 mo < 1/100). [Tpu Besiko rpynupaHe B 3aBUCUMOCT OT
4yecToTaTa, HeXKEIaHUTE JICKAPCTBCHU PEaKIMK Ce U30POSIBAT B HU3XOSII PEJT TI0 OTHOIIICHHE HA
TSAXHATA CEPUO3HOCT.



Taoanma 1
(dyaBecTpaHT KATO MOHOTEpaNUs

Hexenann JICKAPCTBCHU peaKInH, ChOOIIaBaHHU NP NAUEHTH, JEKYBaHHU C

Hexenanun PC€AKIIMA 10 CUCTEMO-OPraHHU KJIACOBE U Y€CTOTa

Wudexnuu u nadecTauu

Yectu

Mudeknny Ha MMKOYHUTE ITHTUIIIA

Hapymenus Ha KpbBTa 1 TUM(HATa
cucremMa

Yectu

Hamanen 6poit TpoMOouTi”

Hapymienns Ha IMyHHaTa CUCTEMa

MHoOro0 uecTtu

Peakuyy Ha CBPHXYYBCTBUTENHOCT"

Heuectn IAHA(UITAKTHYHHE PEaKLuN
Hapymenus Ha MeTabonu3ma u Uectn IAHOpeKCcHs®
XpaHEHEeTO
Hapymienus Ha HepBHaTa cucTeMa Yectn ['maBoOonme
CbI0BU HAPYIICHUS MHoro yectu ["opemy BhIHU"
Yectn Benosna Tpomboembouns’®

CTOMAaIIHO-YPEBHN HAPYLICHUS

MHoOro uectu

[agene

Yectn

IToBpblillane, nuapus

XenatoOunuapHu HapyIICHHS

MHoro uectu

[oBuiieHn YepHOAPOOHU EH3UMHU
(AJIAT, ACAT, AD)*

Yectu

[oBuiien 6unupyoun*

Heuectu

UepHoapoOHa HegoCTaTHYHOCT",®
xemaTut®, nosumasane Ha I'TT¢

Hapymenns Ha Ko)KaTa W TOJKO)KHATA
ThKaH

MHoOro0 uecTtu

O6pus”

HapymeHI/m Ha MYCKYJIHO-CKCJICTHATa
CHCTEMA U ChbCAMHUTCIIHATA ThKaH

MHoro0 uecTtu

bonku B craBuTe U B MYCKYJIHO-
CKeJIeTHaTa cucreMa’

CUCTCMa U I'bpaaTa

UecTtn bonku B repba’
Hapyrienus Ha Bb3MPOU3BOIUTEITHATA Hectn BarunasneH KpbBOM3IUB"
Heuectn Barunanna MmoHonnaza’, IeBKopest®

OO0 HapymeHNus 1 eheKTH Ha MICTOTO
Ha MPUIIOKCHNE

MHoro0 uecTtu

AcTeHus®, peakl[uy Ha MSCTOTO Ha
MHKEKTUpaHe®

Yectn

[Tepudepna HeBponatus”, uimuac”

Heuectu

KpbBOM3IKB Ha MSCTOTO Ha
MHXEKTHpaHE®, XeMaToOM Ha MSICTOTO

Ha UHXXEKTHUpaHe®, HeBpAJIrHs®

2 BkimrouBa HeXKeJTaHH JICKapCTBCHU PCAKINH, 34 KOUTO MOPpAaIN HATNYUEC HA ITOJJICKAIIO 3a00J151BaHE HE

MOJKe [1a C€ OIPEAETH C TOYHOCT CTEIEHTa, B KOSTO (PyIBECTPaHT IOTIPHHACS 32 PA3BUTHETO MM.
% TepMUHBT peakLMi Ha MACTOTO HA MHKCKTUPAHE HE BKIIOUBA TEPMMHUTE KPhBOM3IUB HA MACTOTO Ha
WH)KEKTUPaHe, XeMaTOM Ha MICTOTO Ha HHXXCKTHpaHe, HIITHAC, HEBPAITHs U epudepHa HEBPOIIATHS.

® Peakuusita He e HaOmoAaBaHa npu rojemute knuHuaHA npoyusanus (CONFIRM, FINDER 1, FINDER 2,
NEWEST). UecrotaTa € u34ncieHa IOCPEICTBOM rOpHATa rpaHuIia Ha 95 % moBepuTeeH HHTEpBal 32 TOUKOBA
oueHka. M3uucnen e kato 3/560 (kbaeTo 560 e OposT MalUeHTH B TOJIEMUTE KIMHIUYHH TIPOYYBaHUs), KOETO

[onaJiaB KaTeropusra ,,HeuecTu .

" Bito4Ba: apTpalirusi ¥ HO-psiiko OOJIKa B MyCKYJIHO-CKeJIeTHATa CUCTEMa, MUAJITHS ¥ OOJIKH B KpaiHULIUTE.
A Kareropusra 3a 4eCTOTa € pa3jMyHa npHu cOopHUTe naHHu 3a O6e3onacHocT u npu FALCON.

¢ HJIP ue e Habmronasana 8B FALCON.

Onucanue Ha H36DaHI/I HCXKEJIaHU pCaKIIMH

BxuttoueHuTe 1o-10iry onucaHus ce OCHOBABAT HA aHAJIM3a Ha JaHHUTE 332 O€30IaCHOCT, CbOTBETHO IIPU
228 manMeHTKH, KOUTO ca MOMy4YriIu Hail-Manko enHa (1) nosa ¢ynBecTpanT, v Ipu 232 MaMEeHTKH,
KOHTO ca MOJIy4nIn Hali-maiko eaHa (1) mo3a anactposon, BbB @aza 3 Ha npoyuBaneto FALCON.

bonxu 6 cmagume u myckynino-ckeremnama cucmema
B npoyusanetro FALCON, OposIT Ha MalMeHTKUTE, KOUTO ca ChbOOIIMIIN KaTo HexKeslaHa peakuus: OOJIKn
B CTaBUTE U MYCKYJIHO-CKeJleTHaTa € choTBETHO 65 (31,2 %) 1 48 (24,1 %) B pamoTo Ha QyIBECTPAHT H
aHacTpo30i. OT 65-Te nanueHTKy B paMoTo Ha (ynBectpanTt, 40 % (26/65) ca choOumIM 3a O0JIKU B
CTaBUTE U MYCKYyJHO-CKeJIeTHaTa CUCTEMa IIpe3 MbPBUs Mecell Ha JieueHneTo u 66,2 % (43/65) — npe3
mppBUTE 3 Mecena Ha iedeHueTo. [lanueHTkuTe He choOIIaBaT 3a HEXKEIaHU CHOUTHS CTETIeH > 3 1o




CTCAE unu TakuBa, KOUTO J1a HajJarat HaMajsiBaHe Ha J103aTa, IPEKbCBAaHE Ha MprUeMa WU

MPCKpaTABAHC HA JICHCHUCTO.

Kombunupana mepanus ¢ narboyuxiuod

OO6musT mpod 3a 6€30MacHOCT Ha (yJIBECTPAHT, KOTaTO CE M3IMOJI3Ba B KOMOMHAIIHS C TTAIOOIIUKITHO,
€ B3 ocHOBa Ha maHHuTe oT 517 manumentn ¢ HR-monoxurenen, HER2-otpunarenen aBancupan wiu
MeTacTaTU4eH pak Ha MJICYHATA XKJie3a B paHmoMusnpaHoto npoyasadie PALOMA3 (Bx. Touka 5.1).
Hati-uecture (> 20 %) HexenaHM peakIiy OT KaKBATO U JIa € CTENeH, ChOOIIEHHU PHU MAIUESHTH, KOUTO
nmoJry4aBaT (pyJIBECTPAHT B KOMOMHAINSA C TTAIOOIUKINO, ca HEYTPOIICHUS, JICBKOTICHUS, HH(EKITUH,
yMopa, TajieHe, aHeMUs1, CTOMaTHT, TUapHsl, TPOMOOITONeH s ¥ oBpbinane. Haii-uecture (> 2 %)
HEeXEJIaHU PEaKIuy CTETeH > 3 ca HEeYTPOIICHUS, ICBKOTICHUS, MH(PEKINUH, aHEMHUSI, TTOBUILICHU

CTOMHOCTH Ha acnapTat amuHoTpaHcdepasza (AST), pomOonuTonIEHUS U yMOpA.

B tabnuma 2 ca npencraBenu Hexenanute peakuun oT PALOMA3.
MenunaHnata Ha TPOBDKATETHOCT HA €KCIO3UIUATA Ha (ynBecTpaHT ¢ 11,2 Mecena B paMoTo Ha
(yJIBECTPaHT IUTIOC NAIOONMKINO U 4,8 Mecela B paMoTo Ha (yIBECTPaHT IUIOC 1wianedo. MeanaHnarta

Ha IPOJBIDKATEIIHOCT Ha €KCIIO3UIIMATA Ha TATOOLUKINO B PaMOTO Ha (PYJIBECTPAHT ILIFOC

nanoonukino e 10,8 mecena.

Taoéauna 2

Hexenann peaknnu, 6a3upanu Ha 1aHHU OT nmpoyuBaneTo PALOMA3 (N=517)

dynBecTpaHT + NAJIGONMMKIUAD

®yasecTpaHT +

CucTeMo-0praHeH Kiac (N=345) mianedo (N=172)
Yecrora
Mpesnowrran repme cronom | Crenenz3 | i, |Crenenzs
n (%) n (%)
Nudexunu u nndecranuu
\Mnozo wecmu
Undexmun® 188 (54,5) 19 (5,5) 60 (34,9) 6 (3,5
Hapymenust Ha KpbBTa U JInMpHaATA cUcTeMa
Mnoco uecmu
Heytpomnenus® 290 (84,1) 240 (69,6) 6 (3,5) 0
JleBkoneHus" 207 (60,0) 132 (38,3) 9(5,2) 1(0,6)
Anemus” 109 (31,6) 15 (4,3) 24 (14,0) 4(2,3)
TpomOoruToneHus® 88 (25,5) 10 (2,9) 0 0
Heuecmu
debpuiHa HEYTPONICHHUS 3(0,9) 3(0,9) 0 0
Hapymennst Ha MeTa00JIM3Ma H XPaHEHETO
Mnozco uecmu
Hamanen anetut 60 (17,4) 4(1,2) 18 (10,5) 1 (0,6)
Hapymenus Ha HepBHaTa cucTeMa
Yecmu
Hucreys3us 27 (7,8) 0 6 (3,5) 0
Hapymennst Ha ouuTe
Yecmu
[ToBuImeHa TakpuMarvs 25(7,2) 0 2(1,2) 0
3aMBIIICHO 3PCHHE 24 (7,0) 0 3(1,7) 0
,»CyX0 OKO* 15 (4,3) 0 3(1,7) 0
PecniupaTopHu, rpbIHN U MEAUACTHHAIHA HAPYIICHUS

Yecmu |




Enncrakcuc | 25012 | 0 | 423 | 0

CToMamHoO-4YpeBHN HAPYIIEHHs

Mnoco uecmu

TazeHe 124 (35,9) 2(0.6) 53(30,8) | 1(0,6)
CromaTut™ 104 (30,1) 3(0,9) 24 (14,0) 0

Tnapus 94 (27,2) 0 35(203) | 2(1,2)
ToBpbmate 75 (21,7) 2 (0,6) 28(163) | 1(0,6)

Hapymem/m Ha KO’KaTa M MNOAKOKHATA ThbKAaH

\Mnoco uecmu

Anonieriust 67 (19,4) NA 11 (6,4) NA

Oo6pup® 63 (18,3) 3(0,9) 10 (5,8) 0
Yecmu

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

OO0mm HapymieHusi M e)eKTH HA MSICTOTO HA NPHJIOKEHHe

Mnoco uecmu

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

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

Acrenus 27 (7,8) 1(0,3) 13 (7,6) 2(1,2)
HN3caenBanus

Mmnozo yecmu

[ToBumenu croiiHocTH Ha AST 40 (11,6) 11 (3,2) 13 (7,6) 4(23)
Yecmu

[ToBumenu croiinocTy Ha ALT 30 (8,7) 7(2,0) 10 (5,8) 1(0,6)
ALT=ananun amuHoTpaHchepasza; AST=acnaprat amuHOoTpanchepasa; N/n=0poit manuenta; NA =
HETPHUII0KUMO

2 [Ipenmountanute Tepmunu (I1T) ca m3dpoenu cprioacao MedDRA 17.1.

6 Mndexunn* Bxmousa Bcuuky 11T, KOMTO ca 4acT OT CHCTEMO-Opranuus Kiac ,,Iadexmun u nadecTamun’.

®  Heyrponenus“ BxirouBa ciennure [1T: HeyTponeHus, HamaneH Opoit Ha HeyTpodumnTe.

", JleBkonenus“ prirouBa cinenuute [1T: neBkoneHus, HaManeH Opoii Ha OEUTE KPHBHH KICTKH.

A Anemus‘“ BxiouBa cinenaute [1T: aHemus, HTOHMKEH XeMOTIIOOWH, TOHWKEH XEMaTOKPHT.

¢, TpombonmTonenus™ BkirouBa cieauute [1T: TpoMOOIUTONICHN S, HAMAJICH OpO Ha TPOMOOIIUTHTE.

®  Cromarut™ BrirouBa crnegaaute [1T: adro3eH ctoMaTuT, XEHIUT, TIIOCUT, TIIOCOAMHUS, SI3BU B yCTaTa,
BB3MAJICHUE HA JIMTABUIaTa, O0JIKA B ycTaTa, opodapuHTeaneH JUCKOMPopT, opodapuHreasna 00JIKa, CTOMATHUT.
*,,00puB* BKtouBa ciequute [1T: 00puB, MaKyIonamyno3eH 0OpuB, ChpOsI 0OpPUB, EpUTEMATO3EH OOPUB,
TaIyJI03eH 00pUB, IepMaTHT, akHEH()OPMEH IEPMATHT, TOKCHIEH KOXKEH 0OpHB.

Onucanue Ha H36DaHI/I HCXKECJIaHU pCaKIIMH

Heymponenus

HeyTtponenus ot kakBarto u a e cteneH ce cbobmasa npu 290 (84,1 %) manueHTy OT Mpoy4YBaHETO
PALOMAZ3, nony4aBaiy ¢pyaBecTpaHT B KOMOUHALIMS ¢ TTATOOLUKINO; HEYTPOIICHHUS CTEIICH 3 ce
cpobmasa mipu 200 (58,0 %) manmeHTH, a HEYTPOIIEHUS CTETeH 4 ce choOIIaBa Ipu

40 (11,6 %) nanuenTtu. B pamoTo Ha ¢ynBecTpanT mitoc mianedo (n=172), HeyTponeHus OT KaKBaTo U
Jia e cTereH ce chobmana npu 6 (3,5 %) nanuentu. Hsima cboOrieHus 3a HeyTponeHus cTerneH 3 u 4 B
pamoTo Ha (GyIBECTPaHT ILTIOC TUIaneoo.

[Ipu naumenTty, nomyyasany (yJIBeCTpaHT B KOMOMHAIMS C NATOOUUKINO, MeInaHaTa Ha BPEMETO JI0
ITEPBUS €MTU30] HA HEYTPOIIEHUS OT KaKBaToO € J1a € cTeneH € 15 nuu (auamazon: 13 — 512 nun), a
MeJaHaTa Ha MPOIb/DKUTETHOCTTA Ha HEYTPONeHHs cTeneH > 3 e 16 nuu. debpuiiHa HeyTpOTeHHs ce
cpobmasa mpu 3 (0,9 %) oT manueHTuTe, MOIyYaBaily GpynaBecTpaHT B KOMOMHALMSA ¢ MaI00LUKIHO.



C’BO6H_IaBaHe Ha IMoa03upaH HCXCIIaHU PCAKITUN

CroOmaBaneTo Ha MOJO3MPAHN HEXKEIaH! PEeaKliu CIIe/ pa3peniaBate 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BaxkHO. ToBa MO3BOJISIBA 1 IPOIBIDKH HAOIIOIEHUETO Ha ChOTHOIIEHHETO MOJI3a/PUCK 32
JIeKapcTBeHUs MPOAYKT. OT MEIULINHCKUTE CIIEHUATIICTH C€ U3UCKBA J]a ChOOIaBaT BCIKA MMOI03UpaHa
HE)KeJlaHa peakIys Ype3 HaIllMoHallHa CUCTeMa 3a ChoOIaBaHe, mocoueHa B [Ipmioxkenne V.

4.9 IMpeno3upane

CpoO1eHH ca U30JIMpaHy CiIydau Ha Ipefo3upane ¢ GpynBecTpaHT npu xopa. [Ipu npenosupane ce
MpernopbYBa CUMIITOMATUYHO MO IbPIKAIIO JieueHue. [[poyuBanusTa BbpXY )KHBOTHH MIPEATIONATAT, Y
HsIMa IPYTH €(PEeKTH OCBEH Te3W, OTHECEHH JUPEKTHO WM WHANPEKTHO KbM aHTHECTPOT€HHATA
AKTHBHOCT TIPM BUCOKH JI03U Ha (hyJIBECTPaHT (BK. ToUka 5.3).

5. ®APMAKOJIOTHYHU CBOVICTBA

5.1 ®dapMaKkoAMHAMHYHHU CBOIiCTBA

dapMakoTepaneBTHUHa rpyna: EHnokpruHHa Tepanus, antuectporend, ATC xoa: LO2BAO03

Mexanu3bsM Ha AelicTBUEe U hapMaKOIUHAMUYHY e(hEKTH

@DynBecTpaHT € KOHKYPEHTEH aHTaroHUCT Ha ectporeHoBute peuentopu (ER) ¢ apunuret, cpaBHUM €
TO31 Ha ectpaanoin. dynasecTpanT O1okupa TpoHUIHHUTE JSHCTBUS HA €CTPOreHHTE, O6e3 1a UMa
MapITHAITHO arOHUCTUYIHO (€CTPOTEHITION00H0) NeficTBre. MeXaHn3MbT Ha JEHCTBHE € CBBP3aH C
MMOHWKEHUE Ha HUBAaTa HA €CTPOTEHPELENTOPHUS IPOTEUH.

KnuanunnTe npoy4BaHus pH MOCTMEHONAY3alHH KEHU C TBPBUYEH PaK Ha I'bpJaTa IMOKa3Bart, 4e
(ynBecTpaHT 3HaunTeNHO TOHMkaBa EP npoTtenna npu EP mo3uTBHU TyMOpH, B CpPaBHEHHE C
mnane6o. ChIlo Taka, HAIUIIE € 3HAYUTEIHO MOHKEHUE Ha EKCIIPECUsITa Ha IPOTeCTePOHOBHUS
peLenTop, KOeTo € B ChOTBETCTBHUE C JIUIICATa HA IPUCHIIN €CTPOTeH aroHUCTHYHU edextu. ChIIo Taka,
uMa JaHHy, 4e pynsectpant 500 mg, puIIoKeH MPH NAlMEHTH C TYMOPH Ha I'bpJaTa, B yCJIOBUSTA HA
HEO0aFOBaHTHO JICUeHHUE, TIOTHCKA ekcnpecusaTa Ha ER u Ha mapkepa Ha nponmdeparms Ki67 B mo-
rojisiMa CTENeH, OTKOJIKOTO (ynBecTpant 250 mg.

Kinunnuna edrkacHOCT ¥ 0€300aCHOCT OPY aBAHCHUPAJ paK Ha IbpAaTa

Monomepanus

Kimmanuno npoyuBane ®aza 3 ¢ MpUKITIOYNIIO IPH 736 MOCTMEHOIIAY3aTH! KEHH ¢ aBaHCHPAJ paK Ha
I'bpllaTa, C peLUIUB 10 BpeMe Ha WM cJie]l a{l0BAaHTHA €HAOKPUHHA TEPaIysl WIH C IPOIPECUs CIIe]
SHJIOKpUHHA Tepanus 3a aBaHcupaio 3adoisiBane. [IpoyuBanero BkirouBa 423 manueHTH, KOUTO ca
MMaJTi PEIUINB WU TPOTPECHS IO BpeMe Ha aHTHecTporeHHa tepamnus (AE-moarpyma) u 313
MaIMEHTH, KOUTO Ca UMAIT PEIU/INB WIIH POTPECHs [0 BpeMe Ha Teparus C apoMaTa3eH HHXHUOUTOP
(AU-noarpyma). ToBa npoyuBaHe cpaBHsBa eprkacHOCTTa U Oe3omacHocTTa Ha QynBectpadT 500 mg
(n=362) c Te3u Ha pynBectpant 250 mg (n=374). [IspBUUHaTa KpaiiHa TOUKA € MPEKUBIEMOCT O€3
nporpecus (I1BI1), a kiroyoBHTE BTOPUYHN KpaifH TOYKH 32 €(PUKACHOCT BKJIFOUBAT CTETIEH Ha
obextuBHO noBnusiBane (COII), crenen Ha kimmanYHA TIon3a (CKIT) u obma npesxxussiemoct (OIT).
Pesynrarute ot npoyuBanero CONFIRM 1o oTHOmIeHNE Ha epUKACHOCTTA ca PE3IOMHUPaHU B Ta0IUIIA
3.



Taoauna 3

Pe3iome Ha pe3ysiTaTuTe 10 OTHOLIEHHE HA NTbPBUYHATA KpaiiHa Touka (IIBII) u

KJIIOYOBHTEe BTOPUYHHU KPaiHN TOYKH 3a epukacHocT B npoyyBaneto CONFIRM

Ipo- Metoa Ha DyBeCcTPaAHT DyaBecTPaHT CpaBHeHMe MexAy rpynuTe
MEHJIMBA OlleHKA; 500 mg 250 mg (®yasectpant 500 mg/ dyaBecTpaHT
TepaneBTUYHO (N=362) (N=374) 250 mg)
CpaBHEHME Koepuuuent 95 % CI P-
Ha PUCK CTOHOCT
TIBII Menuana mo
K-M B mecenn;
Koe(pUUHEeHT
Ha PUCK
OO0 MAHEeHTH 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
-AHM noarpyna (n=313)* 5,4 4,1 0,85 0,67; 1,08 0,195
oI1® Meaguana no
K-M B meceun;
KoeuumMeHT
HA PUCK
OO0 manneHTn 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®
-AHM nmoarpyna (n=313)* 24,1 20,8 0,86 0,67; 1,11 0,241®
IIpomenn Meton Ha ®ynpecTpaHT ®ynpecTpaHT CpaBHeHHe MeKAy rpynuTe
HBa OLICHKA; 500 mg 250 mg (Dyasecrpant 500 mg/ DyaBecTpaHT
TepaneBTUYHO (N=362) (N=374) 250 mg)
CpaBHeHHe A0coa10THA 95 % CI
pasauka B %
ColIrr % NMANHEeHTH C
00eKTHBEH
OTroOBOP;
a0CcoJIIOTHA
pazauka B %
OO0 MAHEeHTH 13,8 14,6 -0,8 -5,8; 6,3
-AE moarpyna (n=296) 18,1 19,1 -1,0 -8,2; 9,3
-AHM noarpyna (n=205)* 7,3 8,3 -1,0 -5,6; 9,8
CKII* % NMaNHEeHTH C
KII;
a0CcoJIIOTHA
pasiauka B %
006110 mManueHTn 45,6 39,6 6,0 -1,1; 13,3
-AE noarpyna (n=423) 52,4 45,1 7,3 -2,2; 16,6
-AHM noarpyna (n=313)* 36,2 32,3 39 -6,1; 15,2

@ dymBecTpaHT ¢ MOKA3aH MPH MAIMEHTH, KOUTO CA MMAITH PEIHINB MM IPOTPECHS TI0 BpeME HA aHTHECTPOTEHOBA
Tepanusl.
Pesynrarute or A-noarpymna He ca yOeAUTEITHH.
Ipencrasenure 3a OIl faHHM ca OT OKOHYATETHUTE AHAIH3H 3a MIPEKUBIEMOCT TIPU TOTOBHOCT 75%.

Homunanza p-cToifHOCT 6€3 a ce MpaBM YTOYHSIBAHE 32 Pa3IMUYMATA IIPH CPABHEHHE MEXIY TbPBOHAYATHUTE aHAIM3H 32
001I1a MPEKUBAEMOCT IPU TOTOBHOCT 50 % 1 0OHOBEHHTE aHANIU3H 32 MPEKUBAEMOCT IPU TOTOBHOCT 75 %.

COII e oneHeHa Npy MAUEHTHUTE, TIPH KOUTO € OHII0 BF3MOXKHO Jla Ce OLCHH MOBIUSIBAHETO HA M3XO/HO HUBO (T.€. IIpH
ManUeHTHTEe C U3MEPUMO 3a00isIBaHe Ha M3X0AHO HUBO: 240 manueHTH B rpynara Ha ¢ynBectpant 500 mg u 261 manuentn
B rpymara Ha ¢ynaBecTpant 250 mg).
IManmenTun ¢ Haii-nOOpPO 0OCKTUBHO MOBNUSABAHE HA ITHJIHO IOBJIHMABAHE, YACTUYHO MOBIUSBAHE WM CTaOMIIHO 3a00JsIBaHe >

6

B

24 cemMuITA.

[IBIT: npexussiemoct 6e3 nporpecusi; COIL: crenen Ha o6exTuBHO noiusaBaHe; CKII: crenen Ha kiuHu4YHA mon3a; KII:
kiuHKnYHA ron3a; OIl: obma npexussemoct; K-M: Kamnan Maiiep; Cl: noBeputenen untepBan; AW: apomatazeH HHXHOUTOP;
AE: anTHECTpOTrCH.

Enno pangoMusupano, TBOHHOCISIIO, KOHTPOJIMPAHO C IBOMHO TUIane00, MHOTOIICHTPOBO MPOYYBAHE
®aza 3 ¢ pynasectpanT 500 mg crpsMo aHacTpo30J1 | mg € MPOBEACHO MPH ITOCTMEHOIIAY3aTHN KEHH C
ER-nio3utuBeH u/min PgR-1m03UTHBEH JIOKAIHO aBaHCHPall HIIM METaCTaTHUEH paK Ha MJICYHATA JKJIe3a,
KOUTO MIPEIXOAHO HE ca OWH JIeKyBaHH ¢ XOpMOHaTHa Tepanus. Q0o 462 manueHTKy ca
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paHIOMHU3UPaHU B chboTHOIIEHHE 1:1 ma momyyaBat nocienoBaTenHo gymnsectpant 500 mg win
aHactpo3on 1 mg. Pangomuszanusra e ctpatuduupana o TUIa Ha 3a00I1BaHEeTO (JIOKAJTHO aBaHCUPAT
WIX METACTaTU4EH), IPEAX0AHA XUMHOTEPAIIUs 32 aBaHCUPAJIO 3a00JsIBaHE U U3MEPUMO 3a00JIsIBaHe.

[TepBUYHATA KpaiiHa TOYKa 332 €PUKACHOCT Ha MPOYYBAHETO € OIICHEHATA OT U3CJICI0BATEINS
npexuBsieMocT 0e3 mporpecust (I1bI1), omenena croopastno ¢ RECIST 1.1 (Kpurepuu 3a oneHka Ha
MOBIHSIBAHETO TP contmaHu Tymopu [Response Evaluation Criteria in Solid Tumours]). Kimodosute
BTOPUYHU TOYKH 32 e(hUKaCHOCT BKIrOUBatT 00mia npexxupseMoct (OIT) u creneH Ha 0OEKTUBHO
nosysiBane (COIT).

[Ipu naumeHTKHUTE, BKIIOYEHH B TOBA IIPOYyYBaHe, MeIMaHaTa Ha Bb3pacTTa € 63 rogunu (nuamnazon 36
10 90 roguan). Ilo-ronmsmara yact ot namuedtkure (87,0 %) ca c MeTacTaTUYHO 3200 IIBaHE HA
n3xonHo HUBO. [leTnecer u et npouenTa (55,0 %) OT ManMEHTKUTE ca ¢ BUCIIEPAIIHH METAacTa3! Ha
n3x0/1HO HUBO. 0610 17,1 % OT manueHTKUTe MPeIXOqHO ca MPEMHUHAIN XUMHOTEPAIIeBTHYEH PEXUM
3a aBaHcUpaJo 3abonsaBane; 84,2 % OT MalMEHTKUTE UMAT U3MEPUMO 3a00JIsIBaHE.

CBOTBETCTBAIIIN PE3yNTaTH c€ HAOIIOJaBaT B IIO-TOJISIMATA YacT OT MPEIBAPUTEITHO ONPEACTICHNUTE
MOATPYIH MAaMeHTKH. B moarpymnara nanueHTky, Ipy KOUTO 3a00JISIBAHETO € OTPAHUICHO JI0
HeBucHepaaHu Metactazu (n=208), koepuruentsT Ha puck (HR) e 0,592 (95 % CI: 0,419; 0,837) B
pamoTo Ha QyIBECTPAHT, B CPABHEHHE C PAMOTO HA aHACTPO30JI. B moarpynaTa Ha MarMeHTKUTE C
BHcliepaiHu MeTacTa3u (n=254), HR e 0,993 (95 % CI: 0,740; 1,331) B pamoTo Ha ¢yIBECTpaHT, B
CpaBHEHHE C PaMOTO Ha aHAaCTpo30:. Pesynrarure 3a edukacHocT ot nmpoyusaneto FALCON ca
npelcTaBeHu B Tabnuna 4 u gurypa 1.

Tabonuna 4 Pe3roMe Ha pe3yJTaTUTE 32 MbPBUYHATA KpaiiHa Touka 3a epukacHocT (IIBII) u
KJIIOYOBHMTE BTOPUYHU KPailHM TOYKH (OLleHKa HA U3cjieAoBaTes, intent-to-treat
nonyaanus) — npoyusane FALCON

dDyjBecTpaHT AHacTpo30a
500 mg 1 mg
(N=230) (N=232)
IIpe:xuBsieMocT 0e3 mporpecus
Bpoii cayuau Ha [IBII (%) 143 (62,2 %) ‘ 166 (71,6 %)
Koepuuuent na puck 3a IIBII HR 0,797 (0,637 — 0,999)
(95 % CI) u p-cToiiHOCT p=0,0486
Meauana na IIBII [mecenu 16,6 (13,8; 21,0) 13,8 (12,0; 16,6)
(95 % CD)]
Bpoii cayuau Ha OIT* 67 (29,1 %) 75 (32,3 %)
KoepuuuenT Ha puck 3a OIl HR 0,875 (0,629 — 1,217)
(95 % CI) u p-cToiiHOCT p=0,4277
CoI** 89 (46,1 %) ‘ 88 (44,9 %)
ChOoTHOIIIEHHE HA IIAHCOBETE 32 OR 1,074 (0,716 — 1,614)
COII (95 % CI) u p-croiiHOCT p=0,7290
Menunana na ITII (mecenn) 20,0 13,2
CKIl 180 (78,3 %) 172 (74,1 %)
CboTHOIIIEHHE HA IIAHCOBETE 32 OR 1,253 (0,815 -1,932)
CKII (95 % CI) u p-cToiiHOCT p=0,3045

*(31 % oT IUIAaHUPAHOTO BPEME Ha MPOCIICAsIBaHE) - HEOKOHUaTeneH aHanu3 Ha OI1
**[IpU MalMEHTKH C U3MEpUMO 3a00JIsIBaHe
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BepostHoct 3a ITBIT

®urypa 1 Kpusu Ha Kaplan-Meier 3a npexuBsieMocT 0e3 nmporpecus (oIeHKa Ha
u3cjenoBares, intent-to-treat momynamusi) — npoyusane FALCON

e - = =

L]
bo'b__'%e————-ch

Bpeme ot paHAOMU3UPAHE (MeCeIH)

Jleuenue Oynsectpant 500 mg (N=230) ------ Amnactposon 1 mg (N=232) |
Bpoii Ha nanueHTUTe B pUCK:
FULS500 230 187 171 150 124 110 96 81 63 44 24 11 2 0
ANASI1 232 194 162 139 120 102 84 60 45 31 22 10 0 0

JIBe kMUHUYHM TpoyuBaHus (aza 3 ca MPUKIIOUWIN TIpH 0010 851 mocTMeHonay3anHu KEeHH C
aBaHCHpaJ paKk HA I'bpAAaTa, KOUTO ca MMald PEUUANB Ha 3a00JISIBAHETO 110 BPEME Ha WIIH CJIE]
a/If0BaHTHA €HJIOKPUHHA Tepamnus Wi IIpU Iporpecus ciel eHA0OKPUHHA Tepalusl 3a HalpeHalo
3abonsaBane. CemeMaeceT u ceneM nporenta (77%) oT mpoydyBaHaTa MMOMyJIalys ca UMall
€CTPOreHpELeNTOp MO3UTHBEH paK Ha rbpaata. [IpoyuBanusra cpaBHsBaT 0€30acHOCTTA U
erKacHOCTTa Ha MECEYHOTO MpHiarane Ha (ynaBecTpanT 250 mg CupsAMo eXKEeTHEBHOTO MIPUIIOKEHUE
Ha 1 mg aHacTpo30: (apomara3eH nHXxuOuTOp). Karto 1151510, GpyasecTpanT B 103a 250 mg MeCedHo €
TOJIKOBA e()MKACEH, KOJIKOTO aHACTPO30J1, IO OTHOIIEHHE Ha MPEKUBIEMOCT 0e3 mporpecusi, 00EKTUBEH
OTrOBOp M BpeMe Ha NpexuBsiBaHe. HsiMa cTraTHCTHUECKH 3HAYMMHU Pa3JIMKH IIPHU BCEKH OT Te3H KpaiHu
TOYKH 3a OIIEHKa MEXIY JBETE TepaneBTHUHU rpymnu. [IspBuuHaTa KpaifHa TOYKa € IPeXUBIEMOCT 0e3
nporpecus. KomOnHMpaHuAT aHany3 Ha JBETE NPOYYBaHUs [TOKa3Ba, 4e 3a00JIIBaHETO € MPOrPecHpalIo
npu 83 % ot nomydaBanute QyIBECTPAHT MALUEHTH, B CpaBHEHKE C 85 % OT MOITy4aBaIuTe aHACTPO30JI
narueHTr. KoMOMHMpaHUAT aHaTN3 Ha JIBETE MPOYYBAHMUS TIOKa3Ba, Y€ KOS(UIIMEHTHT Ha PUCK 32
MPEKUBIEMOCT 0e3 mporpecus npu ¢ynsectpant 250 mg capsimo anactpo3oi ¢ 0,95 (95 % CI 0,82 no
1,10). ITpu dynsectpant 250 mg o6exTHBHOTO noBnusiBane € 19,2 %, B cpaBHenue ¢ 16,5 % npu
aHacTpo30j. MenuaHnaTta Ha BpEMETO Ha MpeuBsiBaHe € 27,4 Mecela 3a JIeKyBaHHUTe ¢ (yIBECTPAHT
naiyeHTH 1 27,6 Mecena 3a JISKYBaHUTE ¢ aHAaCTPO030J1 nmanueHTH. KoehuImeHThT Ha pHCK 3a
¢ynBectpanT 250 mg, cupsAMO aHACTPO30J1, IO TOKa3aTels Bpeme Ha npexussiBane € 1,01 (95 % CI
0,86 o 1,19).

Kombunupana mepanus ¢ nanboyuxiud

EnnHo daza 3, MexxayHapoIHO, paHAOMU3UPAHO, ABOHHOCIIATIIO, TAPAJICITHO-TPYTIOBO, MHOTOLICHTPOBO
npoyuBane Ha ¢pynBectpanT 500 mg mrtoc manbounkianb 125 mg cnpsimo dynsectpant 500 mg miroc
iane6o e nposeaeHo npu xenu ¢ HR-monoxxurenen, HER2-otprunatenex gokainHo aBaHCHpal pak Ha
MJIEYHATA JKJIe3a, HeTIOUIeKall] Ha Pe3eKIUs WM JIbYeTepanus ¢ JieueOHa el WIM MEeTaCTaTHICH PaK
Ha MJICYHATa JKJIe3a, HE3aBUCHMO OT TeXHHS MEHOIay3aJIeH CTaTyC, YMeTO 3a00IIsIBaHE € IPOrpechupao
CJIe]l TIPEAXO0IHA CHIOKPHHHA Tepanus MpH (Heo)a r0BaHTHA TePaIlusl WJIM METaCTaTHYHO 3a00JIBaHE.

06110 521 npe-/mepu- 1 TOCTMEHOTIAY3aITHH JKEHH, TIPH KOUTO € HACTHITHIIA TIPOTPECHS IO BpeMe Ha
WJIW B paMKUTE Ha 12 MecCCla OT 3aBbPHIBAHETO HA a/Ill0OBAHTHATA CHAOKPUHHA TCpallrd WK 110 BpEME
Ha WIN B PaMKUTE Ha 1 Mecel| OT Npeixo/iHa eHJOKPUHHA Tepalks 3a aBaHCUpaIo 3a00isBaHe, ca
paHIOMU3MPaHU B ChbOTHOMIEHHE 2:1 Ha (DyIBECTPAHT TUTIOC MANOOIHUKING Ui (PyJIBECTPAHT TUTIOC
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miane0o, U ca CTpaTU(GUITUPAHH 110 TOKYMEHTHPaHa YyBCTBUTECITHOCT KbM MPEAX0/IHA XOPMOHATHA
Tepanus, MEHOIay3alleH CTaTyC IPY BKJIIOYBAHE B MPOYYBAHETO (IIpe-/TIEpU- CIIPSMO
MOCTMEHOTIAy3aITH!) U HAJIMYHE Ha BUCIIEpATHN MeTacTasu. [Ipe-/mepuMeHonay3anHnuTe KeHn
nonyuaBaT LHRH aronucra rosepenus. [laiieHTH ¢ aBaHCHPaio/MeTaCTaTUYHO 3a00/IsBaHe,
CUMIITOMATHYHU, C BUCIIEPAITHO Pa3POCTPAHCHUE, U3II0KEHU Ha PUCK OT )KMBOTO3aCTpaIlaBaIlH
YCIIO)KHEHHUS B KPATKOCPOUCH TUIaH (BKIIOYUTETHO AIMEHTH C MACUBHI HEKOHTPOJIMPAHH W3TTUBU
[rIeBpajieH, IepuKapaeH, MepuToHealieH |, 6enoapooeH auMdanrut u Hag 50 % depHOapOOHO
3acsaraHe), He ca OTrOBapsUId Ha YCJIOBUSATA 32 BKJIIFOUBAHE B IIPOYYBAHETO.

[NanmenTrTe MpoABIDKABAT /1a OTy4YaBaT ONPEAEIIEHOTO JIeUEHUE 10 0OEKTHBHA MTPOTPECHs Ha
3a00IIIBaHETO, BJIOIIABAHE HA CHMIITOMHTE, HETIPUEMITUBA TOKCUYHOCT, CMBPT WK OTTETIISTHE Ha
CBIIACUETO, KOETO Bb3HUKHE MMbPBO. He ce Jomycka KphCTOCBAaHE MEX 1Y TEPAIIEBTUYHUTE PaMEHa.

Uzxoanute nemorpadcku M MPOrHOCTUYHHU XapaKTEPUCTUKH HA TIAIIMEHTUTE B PAMOTO Ha (yJIBeCTpaHT
IUTIOC TaTOOMKINO U paMoTo Ha (YJIBECTPaHT IUTIOC Tiane0o ca cxoanu. MeanaHara Ha Bb3pacTTa Ha
MAIMeHTHUTE, BKIIOYEHH B TOBA MPOYyUBaHe, € 57 roaunu (auama3oH 29 — 88). BbB BCAKO TepaneBTUYHO
paMo MOBEYETO OT MAI[EeHTUTE ca OT EBPOIEUIHATA paca, UMaT TOKyMEHTHPaHa YyBCTBUTEITHOCT KbM
MpeaxoiHa XOpMOHAJIHA Tepanus 1 ca noctMenonaysansu. [Ipubnusurenno 20 % ot manueHTuTe ca
npe-/nepruMeHonay3aiHi. Bcuuky nanyenTy ca nosryyaBaiy NpeIxoaHa CUCTEMHA TEPaIusl ¥ IOBEYETO
MAIMEHTH BHB BCAKO TEPANIEBTUYHO PaMO ca MOJy4yaBalIM MPEIX0AeH XUMHOTEPANIeBTHUEH PEXKUM 3a
cBOsAITa OCHOBHA Auaruo3a. [loseue ot nonoBuHara (62 %) umar ¢pyHkuuoHaneH craryc 0 mo ckamara Ha
Wzrouynara xoonepatuHa rpymna no onkonorus (ECOG), 60 % umar Bucuepanau Meractasy, a 60 % ca
NOJIy4aBajy oBede OT 1 IpeAX0oeH XOPMOHAJIEH PEKUM 33 CBOATA OCHOBHA JMarHo3a.

[IspBUYHaTa KpailHa TOUKA HAa MPOYYBAHETO € oLeHeHaTa oT u3ciaenonarens [IBI1, onenena cbpriacHo
RECIST 1.1. llonoppxamure ananms3u Ha 11BI1 ca 6a3upann Ha He3aBHCHMAa IIEHTPAITHA OLIEHKA Ha
pentrenoBo u3cneasane (Independent Central Radiology Review). Bropuunure kpaitau TOUKH
BKuTFOuBaT 00ekTuBeH oTroBop, CKII, o6ma npexussiemoct (OI1), 6e30macHOCT 1 BpeMe 0 BIIOIIaBaHe
IIpH KpaifHa ToYKa OoJIKa.

IIpoyuBaHeTo nocTura mbpBUYHATa KpailHa TOUKA 3a yAbJDKaBaHE Ha olleHeHa oT uscnenoarens [1bI1
IIpY MEKAMHHUS aHanu3, nposeaeH npu 82 % ot mwianupanure [1BII cp0utus; pesynrarute
MIPEeMHUHABAT TPEIBAPUTEITHO ONpe/IelicHaTa rpaHuIa Ha eukacHocT Ha Haybittle-Peto (a=0,00135),
JEeMOHCTPHUPAaWKH CTaTUCTUYECKU 3HAYUMO yabbKaBane Ha [1BI1 v KTMHUYHO 3HAYMM TeparneBTHYCH
edexr. [lo-akTyanan naHaM 3a e(h)UKACHOCT ca MpeICTaBeH: B TabiuIa 5.

Cren meanaHa Ha BpeMETO 3a MpociieasBane 45 Mecelia okoHYaTenHusT aHanu3 Ha OIl e u3BbpIeH Bb3
ocHoBa Ha 310 cvbutus (60% ot pangomusnpannte nanueHTH). Habmonasa ce 6,9-mecedna pasnnka B
menunanara Ha OIl B pamoTo Ha manOonukino mIroc GyIBECTPAHT CPABHEHO C IIIAE00 IIITFOC
(yJIBECTPAHT; TO3HU Pe3YTAT HE € CTATUCTHYECKU 3HAUUM IIPH PEABAPUTEIHO ONPEEIEHOTO HUBO Ha
3aaunMoct oT 0,0235 (1-ctpanHo). B pamoro Ha miane6o miroc ¢pynsectpant 15,5% ot
paHIOMH3HUPAHUTE MAMEHTH TToJTy9YaBaT manoonukiud u apyru CDK uaXuOuTOpH (ITMKINH-3aBUCHMHA
KMHA3HU HHXUOUTOPH) KATO TOCIIEABALIO JICYUEHHUE CIIEH IPOTPecusl.

Pesynratute ot orieHeHUTE OT M3cieaoBarens sanau 3a [1BI1 u kpaitnata OIl ot mpoydBaHeToO

PALOMA3 ca npencraBenn B Tabmwmma 5. CrorBeTHHTE KprBH Ha Kaplan-Meier ca moka3zaHu Ha
@urypu 2 u 3.
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Tabnauua 5 Pe3yaraTu 3a epukacHoct — npoyuBane PALOMAS3 (oueHka Ha u3cjiegoBareisi,
intent-to-treat IOMyJIa1Asl)

AKTyaJM3UpPaH aHAJIN3
(1aTa Ha 3aKJIl0YBaHe HA 0a3aTa nanHu 23 okromBpu 2015 1.)
DyaBecTpPaHT + NAJIOOIUKIAND ®yasecTpaHT + mianedo
(N=347) (N=174)
IIpe:xuBsieMmoct 6e3
nporpecust
MenuaHna [Meceru 11,2 (9,5; 12,9) 4,6 (3,5; 5,6)
(95 % CD)]
Koedurmuent na puck 0,497 (0,398; 0,620), p< 0,000001
(95 % CI)
U P-CTOMHOCT
Bropuynu KpaiiHu TOYKH
00 [% (95 % CI)] 26,2 (21,7;31,2) 13,8 (9,0; 19,8)
OO (u3mepumo 3a00IsIBaHE) 33,7 (28,1; 39,7) 17,4 (11,5; 24,8)
[% (95 % CD)]
CKII [% (95 % CD)] 68,0 (62,8; 72,9) 39,7 (32,3;47,3)
Kpaiina o61ma
npexussiemoct (OII)
(1aTa Ha 3aKJIIOYBaHe HA
0a3zara nannu 13 anpua
2018 r.)
Bpoii croutus (%) 201 (57,9) 109 (62,6)
Menanana [meceru (95% 34,9 (28,8, 40,0) 28,0 (23,6, 34,6)
CD]
Koedwumuent Ha puck (95% 0,814 (0,644, 1,029)
CI) u p-croiinoct’ p=0,0429""

CKIl=ctenen Ha knuHn4YHa nonsa; Cl=noBepurenen untepBan; N=0poii naruenTn; OR=00ekTHBEH OTrOBOp
Pesynrature oT BTOpUYHUTE KpalfHU TOUKHU Ca Bb3 OCHOBA Ha NMOTBBPJEHU U HETIOTBBPIEHH OTTOBOPU CHIVIACHO
RECIST 1.1.

* Be3 cTaTUCTUYECKA 3HAUMMOCT

T 1-cTpanHa p-CTOMHOCT OT JIOTapPUTMHYHHSA TECT, CTPATHOUIMPAH 3a HAIMYME HA BUCIIEPAITHH METACTA3H 1
YyBCTBUTETHOCT KbM IPEIXO0IHA CHIOKPHHHA TEPAIus, 0 PaHIOMHU3AIIHS.
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®durypa 2

Kpusnu na Kaplan-Meier 3a npe:xuBsieMocT 0e3 nmporpecusi (OeHKa Ha

u3cienoBares, intent-to-treat nonynauus) — npoyusane PALOMAS3 (zara Ha
3aKJI0YBaHe HAa 0a3aTa ganHu 23 okTomMBpHu 2015 1.)

o —
S SN

Y =)

nan6éoumknu6+dgynBecTpaHT
nnaue6o+dynBecTpaHT

100
90
80
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é
E 60
=
8 50
5
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M
20
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01
T T T T
0 2 4 6 8
Bpoi nauneHTu B puck
PAL+FUL 347 276 245 215 189
PCB+FUL 174 112 83 62 51

T T T
10 12 14
Bpeme (Mecewn)

168 137 69 38
43 29 15 1"

16

FUL=dynsectpanT; PAL=nan6omukinb; PCB=mnamne6o.

Hab6monaBan € HaMaJIeH pUCK OT MPOTPECHs Ha 3a00JIIBAaHETO I CMBPT B paMOTO Ha ()yJIBECTPaHT
TUTIOC TTAJIOOTMKITNO BHB BCUYKH OTJICITHH MOJATPYIH MAIMEHTH, Je)UHHPAHU 110 CTPATUPUKAIIMOHHUTE
(hakTOpH U U3XOJHHUTE XapaKTEepPUCTUKU. ToBa € BUIHO MpH Ipe-/nepuMenonay3anau sxenu (HR 0,46
[95 % CI: 0,28; 0,75]) u noctmenonay3anau sxeau (HR 0,52 [95 % CI: 0,40; 0,66]), u nmarueHT ¢
BHclepaiiHO MeTacTatnaHo 3abomsaBane (HR 0,50 [95 % CI: 0,38; 0,65]) u HeBucuepaiHo
MetactatndHo 3a0osaBane (HR 0,48 [95 % CI: 0,33; 0,71]). [lon3a chio € ycTaHOBEeHa HE3aBUCUMO OT
JIMHUHTE Ha MPEAX0JIHA Teparnus B CIIy4aid Ha MeTacTtasu, Hezapucumo namm 0 (HR 0,59 [95 % CI: 0,37;
0,93]), 1 (HR 0,46 [95 % CI: 0,32, 0,64]), 2 (HR 0,48 [95 % CI: 0,30; 0,76]), wnu > 3 nmuaun (HR 0,59

[95 % CI: 0,28; 1,22]).
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®urypa 3. Kpuu Ha Kaplan-Meier 3a o0ma npe:xxussiemocT (intent-to-treat nmomyaamms) —
npoyyBane PALOMA3 (naTa Ha 3akyil0ouBaHe Ha 0a3aTa nanum 13 anpuo 2018 r.)

100 | nanGoumknuG+dgynBecTpaHT

90 N nnau,e60+ benBechaHT
80 |
70 |
60 |
50 |
40 |
30 |
20|

BeposaTHocT 3a o6wa npexuesaemocT (%)

10 |

T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Bpeme (Meceu)
Bpoit nauneHTH B puUck

PAL+FUL 347 321 286 247 209 165 148 126 17
PCB+FUL 174 155 135 115 86 68 57 43 7

FUL=¢ynsecrpant; PAL=nan6ounknmm6; PCB=muane6o.

JIO'BITHUTEITHU U3MEPUTEIH 32 e(hUKacHOCT (OOCKTUBEH OTTOBOP U BpeMe JI0 TYMOPEH OTTOBOD),
OIICHCHU B MOATPYyIaTa MalUeHTH ChC WK 0€3 BUCIIEPAITHO 3a00JIsiBaHe, ca rmokazanu B Tabnuna 6.

Tabanna 6 PesynTaTi 3a epuxacHOCT IPH BHCLHEPATHO U HEBHCLEPAJTHO 3200/1BaHe OT
npoyuBaneto PALLOMAS3 (intent-to-treat nomynauusi)
Bucuepanno 3a6os1BaHe HeBucuepaJjno 3a6ojsBaHe
DyaBeCcTPaHT DyaBeCTPAHT DyaBeCcTPaHT DyaBeCcTPaHT
TLTIOC ILUTIOC Tanedo TLTIOC TLTIOC Manedo
naja0ouuKIno (N=105) naja0ouuKIno (N=69)
(N=206) (N=141)
O0eKTHUBEH 35,0 13,3 13,5 14,5
otrosop [% (28,5; 41,9) (7,5;21,4) (8,3;20,2) (7,25 25,0)
(95 % CD]
Bpeme 10 3,8 5,4 3,7 3,6
TYMOpEH (3,5; 16,7) (3,5; 16,7) (1,9; 13,7) (3.4;3,7)
0TroBop,
Menunana
[Meceun
(1mana3zon)|

*PesynTaTv 3a OTTOBOP, OCHOBAHH HA OTBBPJCHN M HEMOTBBPACHH OTTOBOPH.
N=6poii narentn; CI=noBepuresieH HHTEPBAI.

ChOOIIeHHTE OT MAIMEHTHTE CUMIITOMHE Ca OIICHEHH Ype3 M3MOJI3BaHe Ha BHIPOCHNKA Ha EBponeiicka
opraHu3anys 3a u3cienBaHe u jeueHue Ha paka (European Organization for Research and Treatment of
Cancer, EORTC) 3a kauectBo Ha xuBoT (quality of life questionnarie, QLQ)-C30 u HeroBus Moay: 3a
pak Ha mieuHata xiae3a (EORTC QLQ-BR23). O6mo 335 manueHTH B paMOTO Ha (pyJIBECTPAHT ILIFOC
nanoonukinb u 166 manueHTy B paMOTO Ha (yJIBECTPaHT IUIIOC IIAe00 ca MOMbIHIIN BhIIPOCHUKA
Ha M3XO0JHO HUBO U IPH MOHE €IHO MOCEIIEHHUE CIIE N3XO0IHO HUBO.

BpeMeTo J10 BJIOIIABAHE € MPEABAPUTETIHO OIIPEACIICHO KaTO BPEMETO MEXKAY U3XOOHOTO HUBO U

IbpBaTa MOSBA HA yBeaudeHue > 10 TOUKM CHpsSMO M3XOIHOTO HMBO B CKOPOBETE HA CUMIITOMA 0OJIKa.
Jlo0aBsHETO Ha MAIOOIMKINO KbM QYIBECTPAHT BOAM JO I10J13a IO OTHOIICHUE Ha CUMIITOMHUTE 4pe3
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3HAYUTEITHO yIbDKABaHE Ha BPEMETO JI0 BJIOIIABAHE HA CUMNTOMA OOJIKa B CpaBHEHHUE C PynBecTpaHT
troc marebo (Meauana 8,0 Mecena crpsmo 2,8 mecenia; HR 0,64 [95 % CI: 0,49; 0,85]; p<0,001).

Eghexmu evpxy nocmmenonaysannus enoomempuym

[IpenkMMHUYHUTE TAaHHU HE Tpe/oiaraT CTuMyaupani epekT Ha (GyIBeCTpaHT BbPXY
ITOCTMEHOTIAY3aJTHUS EHIOMETPHUYM (BK. Touka 5.3). J[BycenMuaHO MpoydIBaHe IpH 3APaBU
MOCTMEHOTIAY3ITHH KEHH JTOOPOBOIIIH, JieKyBaHU ¢ 20 [Ig eTUHHIIECTPAJINOI JJHEBHO, I0OKa3Ba, Ye
MpeBapuTeNHa Tepamnus ¢ PyaBecTpaHT 250 mg BOIM /10 3HAYUTEIHO MMOHIKEHA CTUMYJIAIHS Ha
MMOCTMEHOTIAY3aTHHAS SHAOMETPUYM B CPAaBHEHHE C MPEABAPUTEIHO TPETUPAHE C IUIAIe00, YCTAHOBEHO
4pe3 yATPa3ByKOBO M3MEpBaHe Ha JieOenHATa Ha HIOMETPHYMA.

HeoantoBaHTHOTO Jle4eHNE C TPOIBIDKUTETHOCT 10 16 ceaMuIy, TPy MaMEHTKU C paK Ha r'bpAaTa ¢
dbyneectpant 500 mg wim pynBectpant 250 mg, He BOAM 10 3HAYMMH IPOMECHH B JIeOeIMHATA HA
€HIOMETPUYMa, KOETO TOBOPH 3a JIUIICA HA aroHU3bM. Hsima TaHHM 3a HeXellaH! peakluu 1o
OTHOIIIEHUE Ha EHJOMETPUYMa, IIPU MPOYUYBAHHUTE MAIMEHTH C pak Ha rbpAara. Hsama nanau mo
OTHOIICHUE Ha MOP(OIIOTHSITA HA EHIOMETPUYMA.

IIpu nBe xpaTtkocpounu npoyusanus (1 u 12 cenmunm) npu npeMeHONay3aJIHU MALUEHTKY C
NO0OpOKaueCTBEHO THHEKOJIOTHYHO 3a00JIs1BaHe, MKy TPyNuTe Ha (yJIBECTpaHT M Iianedo He ca
Ha0JI01aBaHU 3HAYMMH PA3JIMKU B eXorpad)CKi U3MepeHara ae0eHa Ha eHIOMETpUyMa.

Egexmu evpxy kocmume

Hsima npnrocpoyHy KIIMHUYHY JJaHHU 32 eekTa Ha QynBecTpaHT BbpXy Koctute. HeoaaoBaHTHOTO
JIeYeHHE C MPOABIDKUTEIHOCT A0 16 ceIMuUIy, MpH MAlMEHTH C paK Ha IbpAata ¢ ¢pynsectpant 500 mg
i ¢pynBectpanT 250 mg, He BOAM A0 KIMHUYHO 3HAYUMH IPOMEHHU B CTOWHOCTHTE Ha CEPYMHUTE
MapKepH Ha KOCTHUS THPHOBBP.

IleguaTpryHa OMyJIAIHs

dynBecTpaHT HE € MOKa3aH 3a yrnoTpeda mpu aera. EBponeiickara areHnus o jJekapcrpaTa
0CBOOOX/1aBa OT 3aIBJDKCHUETO 32 MPEIOCTABSIHE HA PE3YJITATUTE OT MPOYYBaHUATA C (DYJIBECTPAHT BHB
BCHUKH MMOATPYIH HA ITeIHATPHUYHATA MOy 3a paK Ha rbpaara (Bx. Touka 4.2 3a nHbopMarms
OTHOCHO TIeIHAaTPUIHATA yTIOTPeOa).

OtkpuTto npoyuBaHe (aza 2 mpociesBa 0€30MacHOCTTa, eUKACHOCTTA U (hapMaKOKHMHETHKATa Ha
dbyneectpant, mpu 30 MOMUYEeTa Ha BB3pacT OT 1 70 8 roanHM, C IPOTPECUBEH MPEKICBPEMECHEH
my0OepTer, cBbp3aH cbe cuHapoM Ha McCune Albright (MAS). [lennaTpuynuTe narueHTy ca
nony4asaiu 4 mg/kg MeceuHa HHTpaMycCKyJHa A03a gynsecTpaHT. ToBa 12-MeceuHo nmpoyuBaHe €
MPOCIIEIMIO HA0OP OT KpaliH! TOYKH Ha MAS ¥ 1moka3Ba pellyliipaHe 4ecToTaTa Ha BarHHAIHO
KbpBEHE, U peyLpaHe CKOPOCTTa Ha yBeIUYaBaHe Ha KOCTHATa Bb3pacT. Hali-HHuCKHUTE T1a3MeHn
KOHIIEHTpAlK Ha (yJIBECTPAHT B CTAIIMOHAPHO CHCTOSIHUE MIPH Jelia B TOBA MIPOYUBAHE ca
CBHU3MEPHUMHU C TE3H MPU BB3PACTHH (BXK. Touka 5.2). Hsima HOBM choOpaxkeHus 3a Oe30MacHOCTTa,
BB3HUKHAJIU B pE3yJITaT Ha TOBAa MAJIKO MIPOYyUYBaHe, HO BCE OIllEe HE ca HAJIMYHU S5-TOJUIIHUTE TaHHH.

5.2 dapMaKOKMHETUYHHU CBOMCTBA

AOcopbuus

Cren npuiioxeHne Ha AbIrojeicTBamus QyJIBECTpaHT KaTO HHTPaMYCKYJIHA HHKEKIIUS, QyBecTpanT
ce pe3opbupa 6aBHO, a MAKCUMATHHTE TIa3MeHU KoHIeHTparuu (C . ) C€ TOCTHUTAT CJICIT OKOJIO 5 THH.
[Tpu npunoxxenue Ha ¢pynsectpant 500 mg, omie npe3 TbPBHUI MECeLl Ce JOCTUTaT eKCIIO3UINH, PAaBHH
Ha WK OJIM3KHU 10 T€3H, MU cTaoHapHo cbetosinue (cpenuu [CV]: ceotBetHO AUC 475

[33,4 %] ng mau/ml, C,, 25,1 [35,3 %] ng/ml, C;, 16,3 [25,9 %] ng/ml). [Ipu crartuonapuo
ChCTOSIHUE, TUIa3MEHATa KOHIICHTPAIUS Ha (PYJIBECTPAHT Ce IMOIbPIKa B CPABHUTEITHO TECEH JTUAITa30H,
C MPUONM3UTENHO A0 3-KpaTHa pa3inKa MEKIy MaKCUMAJIIHUTE U Hall-HUCKUTE KOHLEeHTpauuu. Cien
WHTPaMYCKYJHO MPUIOKEHNE, EKCIIO3ULUATA € MPUOIM3UTETHO IPONOPIHOHATHA Ha 103aTa B JO30BUS
nuarazoH ot 50 mo 500 mg.
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Pasnpenencuue

@ynBecTpaHT UMa OBP30 U MHUPOKO pasnpeaeneHue. | oneMusT mpuBuaAeH 00eM Ha pa3npeeieHue
(Vdy,) pu cTaliMoHapHO ChCTOSHHUE OT MPUOIU3UTENHO 3 10 5 1/kg, npenmonara, ye pa3npeaeacHUETO €
TJIaBHO €KCTpaBacKynapHo. DyBecTpaHT ce CBhp3Ba B royisiMa ctereH (99 %) ¢ mia3MeHuTe MpOTEHHH.
JIumonporennuTe ¢ MHOTO HUCKA ITHTHOCT (VLDL), mumonporennute ¢ HUcKa mrbTHOCT (LDL) u
JATIONPOTENHUTE ¢ BUCOKa murbTHOCT (HDL) ca rimaBHuTE CBBp3BAIIU KOMIOHEHTH. He ca mpoBeaeHn
MPOyYBaHUS 32 B3aUMOJICHCTBUS Ha KOHKYPEHTHO CBbp3BaHe KbM NpOTenHU. He e onpenenena possra
Ha CBBP3BAIUSA ITOJIOBUTE XOopMoHH I1o0ynuH (SHBG).

BI/IOTDaHCd)ODMaLII/Iﬂ

MeTtabonu3MbT Ha PyJIBECTPAHT HE € YCTAHOBEH HAIlbJIHO, HO BKJIIOUBA KOMOMHALIMU OT HSAKOJIKO
BB3MOKHH ITBTUILA Ha OMOTpaHchOpMaLus, aHATOTHYHH Ha TE3U NPH SHAOTEHHHUTE CTCPOHIH.
Wnentnduuumpanure MetabonuTH (BKIIOUUTETHO 17-KeTo, cyndoH, 3-cyndat, 3- u 1 7-roKopoHuIHHA
METa00JIMTH) Ca WM [0-MaJIKO aKTUBHM, WJIHU IIPOSBABAT CXOAHA Ha (yJIBECTPAHT aKTUBHOCT IIPU
aHTHECTPOreHHHUTe MoJeH. [IpoyuBaHusATa, H3MOI3BAIIY IPEIAPATH OT YOBEIIKU YepeH APo0
PEKOMOMHAHTHHU YOBELIKH eH3uMH mokassart, ue CYP 3A4 e eaunctBenust P450 uzoensnm, BKIIOUYEH B
oKcupaanuaTa Ha ¢pynBecTpaHT. Bee mak uirnexnaa, 4e Apyry MbTHUINA, KOUTO He ca cBbp3anu ¢ P450,
JOMUHUPAT TIOBEYE in vivo. In vitro nanuute npesmnosiarar, 4ye gpynecrpant He uaxudupa CYP 3A4
M30€H3UMMUTE.

Enumunupane

dynBecTpaHT ce eNMMUHUPA TIaBHO Mo hopMaTa Ha MeTaboauTH. OCHOBHUS BT Ha €KCKPELUs € upe3
¢ereca, ¢ mo-manko ot 1 % ekckperus B ypuHaTta. OynBecTpaHT UMa BUCOK KIHMPBHC,11 £ 1,7 ml/
min/kg, npezmonarari BUCOKa CTENEH Ha YEPHOAPOOHA eKCKpeys. TepMUHATHUAT HOIYKUBOT (1)),
CJIe/l MHTPaMYCKYJTHO MPHIIOKEHHUE, CE ONPEJIENs OT CKOPOCTTa Ha abcopOIus U ce omeHsBa Ha 50 qHM.

Cneunamm nonyJjanunu

[Tpu monynannoHeH hapMaKOKMHETUYCH aHAIH3 Ha JIAaHHU OT Ipoy4BaHus (pa3a 3 He ca yCTaHOBEHU
pa3IuKu BB (papMaKOKUHETHYHWMSI Tpodui Ha (YyJIBECTPAHT IO OTHOIIICHUE HA Bh3pacT (auanazoH 33
1o 89 romunm), Terio (40-127 kg) umu paca.

bvopeuno ygpescoane
Jleka 0 ymMepeHa cTerneH Ha HapylieHue Ha ObOpeuHara GpyHKIHs He MOoBIUsIBa (papMakoOKHHETHKATA
Ha (QyJIBECTPAHT J0 KIMHUYHO 3HAYNMa CTETICH.

Yeprodpobro yspedicoane

dapmakokrHeTHKAaTa Ha (PYJIBECTPAHT € OIICHEHA B KJIIMHUYHO MPOYYBAHE C €HOKPATHA 71032 TPH KEHU
C JIeKa JI0 yMepeHa CTeIeH Ha 4epHoApoOHo yBpexaane (knac A u B mo Child Pugh). [Tpunoxena e
WHTPaMyCKYJHO BHCOKA [103a C KpaTKOTpalHO BbBexaaHe. HaOmonaBano e 10 2,5 mbTH MOBULICHUE HA
AUC nipu xeHHU ¢ 4epHOAPOOHO YBpEkKAaHe, B CpaBHEHUE ChC 3/IpaBH Juna. [Ipy maimeHT, Ha KOUTO €
HPUIOKEH (yJIBECTPAHT, 10J00HO MOBUIICHNE HA EKCIIO3UIUATA CEe OYaKBa J1a Obe 1o0pe
Tonepupano. JKenu ¢ Texka yepHoapoOHa negocrarbyHocT (kinac C mo Child Pugh) ve ca ouensianu.

Ileouampuuna nonynayus

dapmakoKMHETHKaTa Ha (yJIBECTpAHT € OLICHEHa B KJIIMHUYHO NIPOYYBaHe, MpoBeaeHo npu 30
MOMUYETA C IPOTPECUBEH NPEXKICBPEMEHEH IyOepTeT CBbp3aH cbe cuHapoM Ha McCune Albright
(MAS) (Bx. Touka 5.1). IlennaTpuyauTre nanueHTy ca OMIM Ha Bb3pacT Mexay 1 u 8 ronuHu, u ca
nonydaBaiu 4 mg/kg MeceuHa HHTpaMycKyJIHa o3a pyneectpant. CpeHaTa reoMeTpUuYHa
(cTaHIapTHO OTKJIOHEHHKE) Hall-HUCKa KOHLEHTpauus (C,;, s), B cranmoHapHo ceerosgnue 1 AUCss, ca
ounu crotBeTHO 4,2 (0,9) ng/ml 1 3 680 (1 020) ng*hr/ml. Benpeku, ye cbOpanuTe 1aHHH ca
OrpaHNYEHH, HAW-HUCKUTE KOHLIEHTPAIMK Ha (PyJIBECTPAHT B CTALIMOHAPHO CHCTOSIHUE NIPH Jela
U3TIIeKJa ca CBU3MEPUMH C T€3U NPH BB3PAaCTHH.
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53 I[MpeaxkIMHNYHU JAHHM 32 0€30IIACHOCT
Octpara TOKCHYHOCT Ha YJIBECTPAHT € HHUCKA.

@ynBecTpaHT MHKEKIMOHEH Pa3TBOp U ApyruTe GopMu Ha (YyIBECTPAHT C€ MOHACAT 100pe Mpu
KUBOTUHCKHW BUAOBE, U3IIOJI3BAHU IIPU MPOYUBAHHA C MHOI'OKPATHO ITpUJIaraHe. Cunra Ce, 4uc
JIOKAJIHATE PEaKIMH, BKIIOYUTEIIHO MUO3UT U 00pa3yBaHe Ha TPaHyJIOMH MSCTOTO Ha WH)KEKTHUpaHe, ce
I'BJDKAT Ha HOCUTEJSI, HO TeXECTTa Ha MUO3HTA IPH 3alill HapacTBa ¢ (yJIBECTPAHT, B CPAaBHEHHUE C
KOHTpOJIMTE Ha (GU3NOIOTHYEH pa3TBop. [Ipu npoyuBaHmsiTa 32 TOKCHYHOCT C MHOTOKPATHH
WHTPaMYCKYJIHH A03U Ha (YJIBECTPAHT MIPH TUIBXOBE U Ky4eTa, aHTHECTPOTeHHATa AKTUBHOCT Ha
(ynBECTpaHT € OTTOBOPHA 32 TIOBEYETO ePeKTH, 0COOCHO BHPXY JKEHCKAaTa PENpPOIyKTHBHA CHCTEMA, HO
CBUIO U BBPXY APYTY YyBCTBUTEJIHHU Ha IIOJOBUTE XOPMOHHU OpraHy Y Mpu ABaTa nojia. [Ipu Hikon
KydeTa, cliell IbIrocpoyHo npuioxenue (12 mecena) B pa3nuyHu ThKaHH, € HAOI0aBaH apTepUHT.

[Tpu npoy4uBaHus BEPXY Ky4eTa, clie]l IepopaTHO U MHTPABEHO3HO MPIIIOKECHUE, CA YCTAHOBEHU
eeKTH BbPXY ChPJeUHO-ChI0BaTa cucteMa (yieka eneBanus Ha S-T cermenra Ha EKI™ [mepopanHo
MIPUJIO’KEHUE | U CHHYCOB apecT IPH €IHO Kyue [MHTpaBeHo3HO]). Te ce HabmoaBaT npu HUBA Ha
EKCIIO3ULIUS I0-BUCOKH, OTKOJKOTO IpH MauMeHTUTE (C,oy > 15 IBTH), M BEPOATHO €a C OrpaHUYEHO
3HAYEHHUE 3a CUTYPHOCTTa IPH XOpa, IpH NMpHUjlaraHe Ha KIMHUYHA 1032,

(DYHBCCTpaHT HsAMA TrCHOTOKCHYCH IMOTCHIIUAJI.

®ynBecTpaHT MOKa3Ba ePeKTH BbPXY PENPOIYKIHUATA U eMOpH0o/(HeTaTHOTO pa3BUTHE, KOUTO €a B
CHOTBETCTBHE C HErOBaTa aHTUECTPOTCHHA aKTUBHOCT, B JIO3U CXOJHU C KITMHUYHATA. [Ipyn mrbpxose, ca
HabromaBaHu 00pPaTUMO MOHMKEHNE Ha )KeHCKaTa (EPTHUITHOCT U NPEXUBIEMOCT HAa eMOpHOHa,
JMCTOKHSI M YBEJIMYEH PUCK OT (DeTaHi aHOMAJIMH, BKIIFOUNTENTHO Ha Tap3alHaTa cTaBa. 3ailly, Ha
KOUTO € J1aBaH (yJIBECTPaHT, HE 3abpKaT OpeMeHHOCTTA. 3a0eNsI3aHn ca YBEeJIHMUEHNE Ha TETJI0TO Ha
IUTaleHTaTa ¥ IOCTUMIUIAaHTAlMOHHA 3ary0a Ha detyca. Mima yBenuueH puck oT ¢eTaaHu Bapualun
Ipy 3aiiiy (M3MecTBaHe Ha3a]l Ha Ta30BUS MPBCTEH U 27 MpecakpaieH NPeruieH).

JIByTOMIITHO MPOYYBaHE 32 OHKOTCHHOCT MPH IUTXOBE (MHTPAMYCKYJTHO MPUIIOKEHHE Ha
(bynBecTpaHT), MOKa3Ba YBEIMUCHA YECTOTa HA JOOPOKAUYECTBECHU SIMYHUKOBHU TPAHYJIO3HO—KICTHYHU
TYMOPH TIPH KEHCKH TUIBXOBE, MPH BUCOKaTa J103a 10 mg/murex/15 AHU 1 yBeNnMUeHa 4YeCcTOTa Ha
TECTUKYJIHU JIalINTOBH TYMOPH MPU MBKKUTE. B IBYTOUIITHO MPOy4YBaHEe MPH MHIIKH 32
OHKOT€HHOCT (C €XKETHEBHO MEPOPATHO MPUIIOKEHIE) CE€ YCTAHOBSIBA MOBHIIICHA YECTOTA HA OBAPHAITHH
CTPOMAJTHU TYMOPH OT MOJIOBH BbPBH (KaKTO TOOPOKAYECTBEHH, TaKa U 3JIOKAYECCTBEHH ), TIPH JIO3H OT
150 u 500 mg/kg/mueBHo. Ha HUBOTO, MPU KOETO HE CE YCTAaHOBsBA e()eKT 3a Te3U HAXOJIKU, HUBAaTa Ha
cuctemua excrosuiust (AUC) ca npubIu3uTesaHo 1,5 mbTi OT OYaKBAHUTE HUBA HA CKCIIO3UIIMS TIPU
X0pa, MPH KEHCKUTE IUTHX0BE, U 0,8 THTH MPH MBKKUTE TUIHXOBE, a MTPHU MUIIKH — npubiuutenHo 0,8
TbTH OYaKBAHUTE HUBA HAa EKCIIO3UIIUS MIPU XOPA, U TIPH )KEHCKUTE, ¥ PU MBIKKUTE MUIIIKH.
WHaykuysita Ha TAKUBa TYMOPH C€ IBJDKU Ha (hapMaKoJIOTHYHO 00YCIIOBEHUTE CHIOKPUHHHU TPOMEHH
Mo MeXaHW3Ma Ha 00paTHaTa Bpbh3Ka HA HUBATA HA TOHAIOTPONMHUTE, JBJDKAIIY CE Ha
AHTHUECTPOTCHUTE NIPHU XKUBOTHUTE C ecTpyc. ETo 3a1110, ce cMATa, 4e Te3u HAXOKH HAMAT OTHOIICHHE
KBbM MPUIOKESHUETO Ha (QYJIBECTPAHT MPHU MOCTMEHOMNAY3aIHH )KEHH C HAMPEIHAN paK Ha rbpara.

OreHka Ha pucka 3a okoxHara cpeaa (ERA)

[TpoyuBaHus 3a OLICHKA HA PUCKA 32 OKOJHATA Cpejia IEMOHCTPHUPAT, Y€ (yJIBECTPAHT HOTCHIHATHO
MOJKE J]a TPUYMHU HeXellaH! eeKTH BbpXY BOAHATA OKOJHA cpenia (BXK. Touka 6.6).
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6. OAPMALIEBTUYHU JAHHHU
6.1 CIHCBLK Ha IOMOILIHHUTE BeleCTBA

Bensunbensoar

ben3unos aakoxon

Eranoi, 6e3Bonen

PurriHOBO Macio, paguHUPAHO

6.2 HecnBMecTHMOCTH

[Ipu nurca Ha MpOyYBaHUS 32 HECHBMECTUMOCTH, TO3H JICKAPCTBEH MPOIYKT HE TPSAOBA J1a CE CMECBa C
JIPYTH JIEKAPCTBEHU MPOYKTH.

6.3 Cpok Ha rogHocT

2 roauHU

6.4 CrnennaJIHU yCJIOBHSI HA CbXpPaHeHHue

[a ce cpxpansBa u TpaHcnopTupa B xyuaauiaHuk (2 °C — 8 °C).

TemnepaTypHHu OTKIOHEHUS U3BBH Auamna3oHa 2 °C — 8 °C Tpsi0Ba Ja ca OrpaHUYCHH HEHAIBHIIABAIIN
28-71HEBEH Nepro/ MPU CpeHa TeEMIIEpaTypa 3a CbXxpaHeHne Ha npoaykra nof 25 °C (vo Hag 2 °C —

8 °C). Cnen TemmnepaTypHH OTKJIOHEHHS, TPOAYKTHT He3a0aBHO TPsiOBa Aa ce BbpHE KbM
MPENOPBbUYUTEIHUTE YCIOBUS Ha ChbXpaHEHHUE (Ia ce ChbXpaHABa U TPAHCIIOPTHPA B XJIaAWIHUK IpH 2 °C
- 8°0).

TemmnepaTypHUTE OTKJIIOHEHHSI UMAT KyMYyJIATUBEH €(EeKT BbPXY Kaue€CTBOTO Ha NPOIYKTa U 28-
JTHEBHUSAT NEPUOJ He TPAOBa Ja ce HaJBHILIaBa [IPe3 CpoKa Ha roqHocT Ha DynsectpanT Mylan (Bx.
Touka 6.3). 3narane Ha npoaykTa Ha TeMieparypu noj 2°C HiAMa Ja My HaBpeaH, CTUTa Jia He ce
cbxpansBa moj — 20 °C.

HpeI[BapI/ITCJ'IHO HaITbJIHCHATa CIIPHUHIIOBKA a CC ChbXpaHsiBa B OpUTHHAJIHATA OIIaKOBKaA, 34 11a CS
nmpeamnasu OT CBETJIIMHA.

6.5 Bua v chabpikaHue HA ONIAKOBKATA
CpapprkaHHETO Ha OMAKOBKATA C MPEeIBapUTEIHO HATbJIHEHATa CIIPUHIIOBKA € OT:

Enna npo3payuHa CpUHIIOBKA OT CTHKIIO KJac 1, IpeABapuTEHO HAITBIHEHA C MOJUIPOIMICHOBO
OyTaino, cHabJIeHO ChC 3aTBapslla Karauka, chabpkaia 5 ml dynsectpant Mylan nH)XeKIIMOHEH
pasTBoP.

OcurypeHa e cbi0 U obezomaceHa uria (BD SafetyGlide) 3a cbeauHsiBaHe ¢ TSUIOTO Ha CIIPUHIIOBKATA.
Wnu

JIBe po3payHy CIIPUHIIOBKH OT CTHKIIO KJIac 1, MpeBapuTEeITHO HAITBJIHEHH C TIOJIUITPOIIICHOBO
OyTano, cHab/IeHO ChC 3aTBapsIIa Karmayka, Besika chabpxkania 5 ml @ynsectpant Mylan nmxeknnoHeH
pastBop. Ocurypenu ca cpio u odezonacenu urin (BD SafetyGlide) 3a chenuusiBane ¢ TSUI0TO Ha
BCSIKA CIIPUHIIOBKA.

N

Yetupu npo3pavyHyl CIPHHIIOBKU OT CTHKIIO KJac 1, MpeBapuTEIHO HAITBJIHEHU C MOJIUIPOITMICHOBO
OyTaio, CHabJICHO ChC 3aTBapslla Karayka, BCska chappxkania 5 ml dynsectpant Mylan HHXEKIIMOHEH
pastBop. Ocurypenu ca cbiio u odezonacenu uriu (BD SafetyGlide) 3a chenuusiBane ¢ TAIOTO Ha
BCSIKa CTIPUHIIOBKA.

[lect npo3padyHyl COPHHIIOBKU OT CTBHKIIO KJIac 1, MpeABapUTEIHO HAITBIHEHU C MOJIUIPOITMICHOBO
OyTaino, cHabJIeHO ChC 3aTBapsiia Karavka, Bcsika chabpxamia 5 ml @ynsectpant Mylan WHXEKIIMOHEH
pastBop. Ocurypenu ca cbiio u obezonacenu uriu (BD SafetyGlide) 3a chenmuusBane ¢ TAIOTO Ha
BCSIKa CIIPUHLIOBKA.
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He Bcuuku BHIOBE ONTAKOBKU MOXKeE J1a OBJAT MMyCHATH B Mpoaxkoa.
6.6 CrnenuajHu mpeana3sHu MepKkH NP U3XBbPJIsiHe U padoTa
WHCTpYKIIMY 33 TPUIOKEHHE

[Ipunaraiite MHXKEKIKATA CIIOPE]] MECTHUTE PHKOBOJICTBA 332 M3BBPIIBAHE HA HHTPAMYCKYIIHU
WHXXEKITUH C TOJISIM 00eM.

3ABEJIEXKA: ITopaau 61u30¢TTa Ha TTOMJICKAIIHS CSATHUINCH HEPB, HEOOXOANMO € BHUMAHHE TIPH
npwiarane Ha @ynBectpant Mylan B qop3oriyTeanHaTa o6macT (Bx. Touka 4.4).

Buumanune — npenn ynorpeba He crepuiinsupaiite ode3onacenarta uria (IOJKOMXHA UIJIa ¢ MPe Ia3uTet
BD Safety Glide Shielding Hypodermic Needle) B aBTok/1aB. BB Bceku €liH MOMEHT 110 BpeMe Ha
paboTa ¢ uriara u npu U3XBBPIITHETO i phlieTe TPsAOBa J1a ocTaBar 3ajl Hesl.

3a BCsKa OT JIBETE CIPUHIIOBKH:

e  l3BazeTe CTHKICHOTO TSJIO HA CIPUHIIOBKATA OT KyTUATA U
IpOBEpETE JaIH HE € IOBPEICHO.

e  OrtBoperTe BHHIIHATA OIIAKOBKA Ha 00e30IaceHaTa uria
(SafetyGlide).

e  Jlpenu npuiiokeHue, pa3TBOPUTE 3a APEHTEPATHO
IPUIIOXKEHUE TPAOBa Jja ce OrjielaT 3a BUAUMH YacTULM U
NPOMSIHA Ha IIBETA.

e JIp®mXKTe CIpuUHIIOBKATa M3npaBeHa 3a opedbpenara gact (C). C
JIpyrara pbka XBaHeTe Kanadero (A) 1 BHUMATEITHO TO
HaKJIaHAITe Hallpea-Ha3akd, JOKaTo ce OTACIH U MOXe J1a ce
u3Ibpna; He BepTeTe (BK. Purypa 1).

e  Ortcrpanere kamadeTo (A) ¢ IBIKCHHE TIPaBO Harope. 3a 1aa
3ara3uTe CTEPUITHOCTTA, HE JJOKOCBalTE BhpXa Ha
cripunIoBkara (B) (Bx. @urypa 2).

e [locraBere obOe3omacenara uria Ha HakpaitHuka Tan Luer-
Lok u st 3aBbpTETE, TOKATO CE€ 3aKPEIH CTAOMIHO (BXK.
durypa 3).

e IIpoBepete nanu uriata € 3aKiroueHa Ha Luer KOHEKTopa,
Mpeau 1a IPOMEHUTE BEPTUKATHOTO MOJOKEHNUE Ha
CIIPHUHIIOBKATA.

e 3pbpnaiiTe mpeana3uTens Ha UTiaTa IpaBo HaIpen, 3a/1a He
yBpEAUTE BbpXa il.

e JloOmmkeTe CIPUHIIOBKATA J0 MSCTOTO Ha PUIIOKCHUE.

e OrtcTpaHeTe nNpeana3uTess Ha uriaTta.

e U3ronere M3MUIIHMS BB3AYX OT CIIPUHIIOBKATA.
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e Ilpunoxere 6aBHO HHTpamMycKyJIHO (1-2 munytw/umkekuus) ~ Purypa 4
B ceanuineTo (TiayTeanrHaTta oosact). 3a ynoOcTBo Ha
IpuiIaramys MHXEKLIUATa, CKOCEHaTa CTpaHa Ha UIJiaTa €
OpHEHTHpaHa KbM JIocT4eTO (BK. Durypa 4).

e Bennara cien MHXEKTHPAHETO, C €IUH IIPBCT HATUCHETE
JIOCTYETO, 3a J1a aKTHBHpate npenmnasuteins (Bx. durypa 5).
3ABEJIEXXKA: Ilpu akTuBHpaHeTO HE HACOUBANWTE UIJIaTa
KBbM ce0e CH U KbM APYTH Xopa. M3uakaiite na uyere
IIpaKBaHe U MOIJIEHETE JaJIU BbPXbT Ha UIJIATa € MIOKPUT
HAaITbJIHO.

H3xBBHpIIsiHE
[IpeaBapuTeHO HAITBTHEHUTE CIPUHIIOBKY ca MTPEAHA3HAYCHHN ¢aMO 33 STHOKpaTHA yroTpeoa.

To3u nexkapcTBeH MPOAYKT MOKE J1a IPENICTaBIsIBa PUCK 3a BoguTe. Hensnon3BaHUAT JieKapCcTBEH
HPOIYKT WM OTIAaABYHUTE MATEPHUAIIN OT HETO TPsIOBa Ja Ce M3XBBPIIAT B ChOTBETCTBUE C MECTHUTE
W3UCKBaHUA (BX. Touka 5.3).

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

MYLAN PHARMACEUTICALS LIMITED
Damastown Industrial Park

Mulhuddart

Dublin 15

DUBLIN

Upnannusa

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/17/1253/001
EU/1/17/1253/002

EU/1/17/1253/003
EU/1/17/1253/004

9. JATA HA ITbPBO PA3BPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemasane: 08 auyapu 2018
JlaTa Ha mocieHO MOTHOBSIBAHE:
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10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Toapo6Ha mHGOpPMAIKS 3a TO3M JEKAPCTBEH MPOAYKT € MPEAOCTaBeHa Ha yebcalita Ha EBporretickaTta
areHIMs 110 JIeKapcTBaTa http:// www.ema.europa.eu.
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PUJIOKEHHUE 11

ITPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA 1 U3UCKBAHMUS HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OT'PAHUYEHUS 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TTPOU3BOAUTEJIM), OTTOBOPEH(HHN) 3A OCBOBOXIABAHE HA ITAPTUAN

HmMme u aapec Ha mpon3BoauTensa(UTe), OTTOBOPEH(HHK) 38 OCBOOOKIaBaHE HA NAPTUINTE

Mylan Teoranta
Coill Rua
Inverin

Co. Galway
WUPJIAHAUA

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352,

I'EPMAHUS

[TeyaTHaTa JTMCTOBKA Ha JIGKAPCTBEHMS MPOAYKT TPsIOBa Ja ChAbPIKAa UMETO M aapeca Ha
MIPOU3BOANTENS, OTTOBOPEH 32 OCBOOOKIABAHETO HA CHOTBETHATA MTAPTH/IA.

b. YCJI0OBHMA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT IPOAYKT C€ OTILYCKa I10 JIEKAPCKO MPEANUCAHHUE.

B. JPYI'M YCJOBHUSA U N3BUCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA
. IMepuoguynu akTyaJau3upanm anokiaaau 3a oezonacuoct (ITAIB)

WzuckBanwmsta 3a monaBane Ha [1AJIb 3a To3u 1lekapcTBeH MPOAYKT ca IIOCOYSHH B CIIMCHKA C
pedepentaute natu Ha Eponetickus cbio3 (EURD cruchk), npensuaen B wi. 1078, an. 7 ot
HupextrBa 2001/83/EO, 1 BbB BCUUKH CIIENBAIIN aKTyalIN3allH, ITyOJIMKYBaHH Ha €BPONEHCKUS
yeOrmopTai 3a IeKapcTBa.

.  YCJI0OBUs NN OI'PAHUYEHUA 3A BE3SOITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[purexatensaT Ha pa3perienueto 3a ynorpeda (IIPY) TpsbBa na u3BbpIIBa U3UCKBAHUTE JEHHOCTH H
NEeHCTBYA, CBBP3aHU C TIPOCIIeAsIBaHe Ha JIeKapCTBeHATa 0€30MacHOCT, TocodeHH B ogo0penus I1YP,
npencraBeH B Moayi 1.8.2 Ha pa3peiieHreTo 3a ynorpe0da, KakTo U pY BCUYKH CJICIBAIIU
ChbITIACyBaHU akTyanu3anuu Ha [TYP.

Axrtyanmmsupat [1YP Tps6Ba na ce momasa:
e 110 uckaHe Ha EBporelickaTa areHmus 1o jJeKapcTBara;
® BUHArW, KOTaTO CE U3MEHS CUCTeMaTa 3a yIpaBJICHUE Ha PUCKa, OCOOCHO B pe3yJiTaT Ha
NoJyYaBaHe Ha HOBa HH(POPMAIIUs, KOSTO MOXKE Jia JIOBEJIe IO 3HAYMMH MPOMEHH B
CHOTHOIIIEHUETO TMOJI3a/PUCK, WK CIIe/T JOCTUTAHE Ha BaXKEH eTal (BbB Bpb3Ka C IPOCIe/sIBaHe
Ha JIEKapCTBEHATa OE30TMACHOCT VITH CBEXKJIaHE HAa PUCKA IO MUHUMYM).
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HPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA U
II'BPBUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

| 1. NME HA JIEKAPCTBEHUA ITPOAYKT

OyneectpanT Mylan 250 mg WHXEKLMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA
¢dynBecTpaHnt

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEUIECTBO(A)

Enna nmpenBapuTeHO HaIbIHEHA CIIPUHIIOBKA Chabpika 250 mg dyneectpant B 5 ml pa3Teop.

3. CIIUCBK HA IIOMOIIIHUTE BEINECTBA

Ben3unbensoar

ben3unos anxoxon

Ertanon, 6e3BoneH

PunimHOBO Maciio, pahuHHPaHO

3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/IH, BIMOKTC JIMCTOBKATaA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

I/IH)KCKI_II/IOHCH Pa3TBOP B MPECABAPUTCIHO HAITBJIHCHA CIIPUHIIOBKA.

1 mpeaBapUTEIHO HAIBJIHCHA CIIPUHIIOBKA (5 ml)

1 obe3omacena uria

2 MpeaBapUTEITHO HATBJIHCHN CIIPUHIIOBKH (BCska oT 5 ml)
2 006e30MmaceHu Urin

4 mpeaBapUTEIIHO HAITBJIHEHH CIIPHHIIOBKH (BCsAka oT S5 ml)
4 obe3omaceHu UTIH

6 mpeaBapUTEIHO HATBIHEHU CIIPUHIOBKH (BCsKa OT 5 ml)
6 00e30MmaceHu Urin

5. HAYUH HA ITPUJIOKEHUME U ITHbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynotpeda npoyereTe IMCTOBKATA.

WHTpaMyCKyIIHO IPHIOKEHHE.

Camo 3a efHOKpaTHa ynotpeoa.

3a IBIHUTE MHCTPYKIIMY 32 npuiaraHe Ha @ynBectpanT Mylan n u3non3Bane Ha obe30maceHaTa uria,
BIKTE MPIJIOKEHUTE YKa3aHUs 32 PUIIOKEHHE.

3a ma ce moayyM mpenopbyaHaTa Meceyna no3a ot 500 mg, TpsOBa 1a ce MHKEKTHpAT 2 CHPUHIIOBKY.
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6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

| 7. JAPYI'U CIHEHUAJIHU ITPEAYIIPEXJAEHUS, AKO EHEOBXOIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HAT'OJJHOCT

T'onen no:

| 9. CIIEHUAJIHU YCJIOBUA HA CbXPAHEHUE

[la ce cpxpaHsBa U TPaHCIIOPTHPA B XJIAJWIHHUK.
IIpenBapuTesHO HaTbJIHEHATA CIPHUHIIOBKA J1a CE ChbXpaHsIBa B OpUTMHAIHATA ONIAaKOBKA, 3a J1a Ce
nperas3y OT CBeTIHHA. BikTe IMcToBKaTa 3a MH(GOpMAaIHs OTHOCHO TEMITEPATYPHH OTKIOHCHHSI.

10. CIENUWAJIHMY ITPEJIIAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AAPEC HA ITPUTEKATEJIA HA PASPEHIIEHUETO 3A YIIOTPEBA

MYLAN PHARMACEUTICALS LIMITED
Damastown Industrial Park

Mulhuddart

Dublin 15

DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1253/001
EU/1/17/1253/002
EU/1/17/1253/003
EU/1/17/1253/004

13. TTAPTHUJIEH HOMEP

ITaptuna:
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| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. WH®OPMAIIAA HA BPAJIOBA A3BYKA

[Ipueto € ocHOBaHMUE J1a He ce BKIYM HH(popMaIus Ha bpaiiiosa a30yka.

| 17. YHUKAJIEH WIEHTHO®UKATOP — JIBYU3MEPEH BAPKO/I

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

| 18. YHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJMHUYHU
I'bPBUYHU OITAKOBKH

ETUKET HA IPEABAPUTEJTHO HAITBJIHEHATA CIIPUHIIOBKA

| 1. NME HA JIEKAPCTBEHUSA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

dynsectpanT Mylan 250 mg HH)XEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAIIBJIHECHA CIIPUHIIOBKA
dbynBecTpaHT
1.m. IpUIIOKEHHE

| 2. HAYMYH HA ITPUJIATAHE

| 3. JATA HA U3TUYAHE HA CPOKA HAT'OJJHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJNHUIIU

5 ml

| 6. JPYTO
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B. IUCTOBKA
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JIncroBka: nHpopManus 3a NOTpeOUTEIIsI

®@yasectpanT Mylan 250 mg MHKeKI[MOHEH Pa3TBOP B MPeIBAPUTEIHO HANTbJIHEHA CIPUHI0OBKA
¢yasectpant (fulvestrant)

IIpoueTreTe BHMMATEIHO USJIATA JIUCTOBKA, IPEIM 1A 3alI0YHeTe A2 IPUeMaTe TOBAa JIEKAPCTBO,

Thil KaTo TS ChbAbPKa BaxHa 3a Bac undgopmanus.

— 3amaszere Ta3u JUCTOBKA. MOXKe J]a ce HAJIOXKHU Aa S IPOYETETe OTHOBO.

—  AKo mMaTte HSIKaKBH IOIBJIIHATEITHN BBIIPOCH, TIONIUTaiiTe Bammus iekap, papmMarieBT mwim
MEIUITHHCKA CeCTpa.

— ToBa nekapcTBo € mpeanucaHo JuuHo Ha Bac. He ro nmpeorcTbnBaiite Ha Apyru xopa. To Moxe na
¥M HaBpEJIH, HE3aBHCUMO OT TOBa, Y€ MPU3HAINTE Ha TSIXHOTO 3a00JIIBaHE ca CHIIUTE KaTO
Bamure.

—  AKo monyunTe HIKaKBH HEXEIIaHW PeakIny, yBenpomere Bamws nexap, hapManeBT wiu
MEeIUIUHCKA cecTpa. ToBa BKIIFOUBA U BCUUKH Bb3MOKHU HEXEIAHU PEAKLIUK, HEOMUCAHU B Ta3U
nvcTtoBka. BuwkTe Touka 4.

KakBo cbabpika Ta3u JUCTOBKa

Kakso npencrasnsasa @ynsectpanT Mylan 1 3a KakBO ce U3M0J3Ba
Kakso Tpsi6Ba ia 3Haere, npeau na usnonssate dynsecrpant Mylan
Kak na nznonzsare @ynsectpant Mylan

BB3MOKHM HEXETaHU peaku

Kak na cexpansiBare @ynBectpant Mylan

ChabppikaHue Ha ONAKOBKATA U JIOMBJIHUTEIIHA HH(OPMAIUS

ANl e

1. Kaxkso npeacraBiasasa @ynasecTpant Mylan u 3a kakBo ce H3M0JI3Ba

OynsecrpanT Mylan cbabpika akTHBHOTO BELIECTBO (DYJIBECTPAHT, KOETO MPUHAIJIC)KN KbM I'pyIaTa Ha
Onokepure Ha ecTporeHa. EctporenuTte, B ;K€HCKH MOJIOBU XOPMOHH, B HSIKOW CIy4ad MOTaT J1a
y4acTBaT B pa3BUTHETO Ha paka Ha I'bpjlaTa.

OyneectpanT Mylan ce u3mon3Ba uiu:

. CaMOCTOSITETTHO, 32 JICYCHHE Ha )KEH! B MEHOIIay3a C TUII paK Ha I'bpJaTa, KOUTO ce Haphda
TIOJIO’KUTEINICH 33 ECTPOTEHEH PEIeTITOp PakK Ha I'bpaTa, KOWTO € JIOKATHO HaIlpeIHAN WK Ce €
PasmpoCTpaHuII B APYTH YaCTH HA TSIIOTO (MeTacTaTH4EeH), WITH

. B KOMOWHAIHS ¢ TATOOITUKINO 3a JICUCHUE Ha J)KCHH ¢ THI paK Ha I'bpJaTa, KOWTO ce Hapuda
TTOJIO’KUATEINICH 32 XOPMOHAJIEH PEeNTOP, OTPHUIIATEIICH 3a PEIENTOp 2 Ha YOBEIIKHS eHAepMalieH
pacTexxeH (GaxTop, KOWTO € JIOKAITHO HaIIpeIHAN WK Ce € Pa3pOCTPaHUII B APYTH YacTH Ha
TA70TO (MeTacTaTuieH). JKeHu, KOUTO He ca TOCTUTHAIN MEHOTIay3a, TPSOBa CHIIO /1a ce JIEKyBaT
C JIEKapCTBO, HAPEUCHO arOHUCT Ha JIyTCHHU3UPAIIl XOPMOH-0cBoOOX)AaBar xopmMoH (LHRH).

Koraro dynBecTpaHT ce npuiara B KOMOWHAIHSI ¢ TAIOOIUKITNO, € BAYKHO CHIIO TaKa J]a CE 3all03HACTE
C JTMCTOBKATa Ha MAJIOOMUKIINO. AKO MMaTe HIKAKBH BBHIIPOCH 3a MAIOOITUKIIHO, MOJISI, TOBOPETE C
Bamus nekap.

2. KakBo TpsoBa n1a 3HaeTe, mpeau Aa usnoJsare @yasecrpant Mylan

He nznoua3saiite @ynsecrpant Mylan:
—  aKo CTe aJlepruyHH KbM (DyJIBECTPAHT WM KbM HSKOS OT OCTAaHAINTE ChbCTAaBKUHA TOBA JIEKAPCTBO
(u30poeHu B TOUKA 6)
—  aKo cre OpeMeHHa WK KbpMHUTE
—  aKo UMate TeXKH MpoOJIeMH ¢ YepHHUs APOO
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Ipexynpesxaenns u npeanasHu MepKu

I'oBopete ¢ Bamms nekap, ¢papManeBT Wi MEAULIMHCKA CECTpa, Ipean 1a u3nonspare OynBecTpanT

Mylan, ako HAKOE OT CIETHUTE ChCTOSHUS CE OTHACS 3a Bac:

—  mpobisiemu ¢ 6bOpenrTe WK YepHUs Ipoo

—  HaMaJseH Opoil TpoMOOUnTH (KOUTO yyacTBaT B KPbBOCHCUPBAHETO) WIIM HApYLICHHS Ha
KPBBOCHCUPBAHETO

—  NpenxoAHd NpoOJieMH, CBBP3aHH ¢ 00pa3yBaHe Ha KPbBHHU ChCHPELN

—  ocreonopo3a (HamasieHa KOCTHA IUTBTHOCT)

—  aIKOXOJHU3bM

Jeua u roHomu
®dynBectpanT Mylan He e moka3aH 3a ynotpe0a npH Jeua 1 IOHOIIHY Ha Bb3pacT nox 18 ronuny.

Apyru gexapcrea u dynsecrpant Mylan

WNudopmupaiite Bamus nekap nin ¢papManeBT, ako IprueMaTe, HaCKOpo CTe MpHeMalld U MOXKe Ja
IpueMare Apyry JeKapCcTBa.

Oco06eHo BaXKHO € /1a YBEOMMUTE JIeKapsl CH, aKO U3I0JI3BaTe aHTUKOArYJIaHTH (JIEKapcTBa 3a
npeanasBaHe oT oOpa3yBaHe HAa KPbBHH ChbCHUPELIN).

BpemenHocT U KbpMeHe

AKko cTe OpeMeHHa, He TpsOBa Jia u3nojispare dynpecrpant Mylan. Ako UMa Bb3MOKHOCT Jia
3abpemeHeete, TpsiOBa Aa U3noi3BaTe eeKTHBHA KOHTpAIeHs JOKaTO ce JieKyBate ¢ DynBecTpaHT
Mylan u 2 ronunu ciep mocienHara Bu qoza.

Hoxkato cte Ha neyenue ¢ @ynsectpant Mylan, He TpsiOBa 1a KbpPMUTE.

Hlodupane u padoTa ¢ MAIIUHU

He ce ouakBa @ynBectpant Mylan na 3acerne ciocooHocTTa Bu 1a modupare winn 1a paboTuTe ¢
MaluHY. Bee mak, ako cier JIeYeHHeTo ce YyBCTBaTe OTIAaAHANIH, He modupaiTe U He padoTeTe ¢
MalllMHH.

®yasecrpant Mylan ceabp:ka 10% 1/0 ankoxo.a (eranou), T.e. 500 mg BbB Bceku 5 ml,
CKBHUBAJICHTHU Ha MO-MaJiko OT 25 ml 6upa unu 10 ml BuHO B eHa JiedeOHa J103a (T.€. JIBE CIPUHIIOBKH).
MankoTo KOJMYECTBO ATKOXOJI B TOBA JIKAPCTBO HAMA J1a UMa HAKAaBH 3a0€IC:KUMHU ePEKTH.

@yasectpant Mylan cbabpika 6eH3UI0B aTKOXO0.

Tosa nexkapcTBo cbabpka 500 mg OEH3HUIIOB aJIKOXOJ BB BCEKH 5 ml, KOUTO ca CKBUBAJICHTHH Ha
100 mg/ml (10% T/0). beH3UIOBHAT aNKOXOT MOXKE J]a MPHYNHH aJIEPTUIHU PEAKIINN
®yasectpant Mylan cbabpika OeH3na0eH30aT

Tosa nekapcTBo chabpka 750 mg Gen3undeH30atT BB Bcekd S ml, ekBuBanenTHH Ha 150 mg/ml
(15% 1/0).

3. Kak na uznoaszsare @yasecrpant Mylan

Bunaru uznon3spaiite ToBa JICKApPCTBO TOYHO KAKTO Bu e xazan Bamusar JICKap Ujin (bapMaI_[CBT. Axo HE
CTC CUT'YPHHU B HCIIIO, nonuTalte Bammms JICKAp ujin (bapMaueBT.

[Ipenoppunrtennata no3a e 500 mg gpynBectpanT (ABe MHKeKIuK oT 250 mg/5 ml) eAHOKPAaTHO MECEUHO
IUTIOC €/IHAa TOMBIHUTENHA Jo3a oT 500 mg Be cenMuUIM e MbpBara.

BamusT nexap uiu MeIuIMHCKa cecTpa e Bu umkexkrupa dynsectpant Mylan 6aBHO
HHTPaMYCKYJIHO, 10 €JHAa MHXKEKLMS OT BCAKA CTPaHa Ha CEaJIMIIETO.

AXO0 MMaTe HSIKaKBH JIONBIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JICKApCTBO, MOMHUTANTEe
Bamms nekap, ¢papmaneBT Wi MEAULMHCKA CECTPA.
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4.

Bb3MOKHU HesKeJIaHU Pe€aKkuuuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a TPCANU3BHUKA HCKCIIAHNU PCAKIIUN, BBIIPCKU Y€ HC
BCCKH I'1 ITOJIy4daBa.

Mo:ke 1a ce Hy:KIaeTe OT He3a0aBHO JeYeHUe, AKO MOJIYyYUTe HAKOS OT CJIeJHUTE He:KeJIaHH
peakuuu:

AJepruvHU peakiuu (peakiy Ha CBPbXIYBCTBUTEIHOCT), BKIFOUUTETHO MOJyBaHe Ha JIUIETO,
YCTHUTE, €3UKa 1/WITH I'bPJIOTO, KOUTO MOJKE JIa ca MPU3HAIN Ha aHa()WIAKTHYHHN PeaKkIuu
Tpom6oem603bM (IIOBHUILIEH PUCK 32 00pa3yBaHe HATPOMON)*

Br3nanenue Ha yepHUS APOO (XETIATHT)

YepHoapoOHa HEIOCTATHYHOCT

YBenomere aexaps, gapmManeBTa MM MeAHIMHCKATA CH CECTPAa, aKo 3a0eJIesKUTe HAKOS OT
CJIeJHUTE HeKeJAHN PeaKkuu:

MHoro 4ecTH He:KeJIaHH peaknnu (Moxe Ja 3acerHat rmosede ot 1 Ha 10 xymn)

Peakiuu Ha MSCTOTO Ha MHXKEKTHPaHe, KaTo 0OJIKa W/WIIH Bh3NaJICHHE

OTKIJIOHEHUS B CTOWHOCTHTE Ha YEPHOJIPOOHNTE eH3UMH (YCTaHOBSIBAT CE MIPU M3CIIE/IBaHE Ha
KpbB)*;

lanene (moBaurane)

Cnabocr, oTmmagaanocT*

Bonku B cTaBUTE M B MyCKYJIUTE U KOCTUTE

I'opeuu BbIHU

OO0puB 10 KOKaTa

Anepruynu peakuuu (peakluy Ha CBPbXUyBCTBUTEIHOCT), BKJIIOUUTEIHO [TOIyBaHe Ha JIUIIETO,
YCTHUTE, €31Ka U/WIN I'bPIIOTO

Jlpyru HexelaHU peakIum:

YecTu HexeTaHU peakuun (Moxke aa 3acerrar Ao 1 Ha 10 mymmm)

I'maBoGonue

[loBprwmane, nuapws, 3ary0a Ha aneTur™

Nudexny Ha TUKOYHNTE THTUIIA

Bonka B repOa*

[ToBumraBane Ha OunupyOHuHa (KIBUSH MUTMEHT, KOUTO CE MPOU3BEKAA OT YEPHUS IPO0)
Tpom6oeM60M3BM (MOBUILEH PUCK OT 00pa3yBaHe HAa KPbBHU ChCHpenn)*

[TonmxeHn Opoit Ha TPOMOOIUTUTE (TPOMOOIIUTOIICHUS] )

BarunanHo KbpBeHe

Bosika B fonHaTta yacT Ha rep0a, pa3npocTpaHsBalla ce KbM Kpaka OT eIHaTa CTpaHa (MIIHIac)
BuezamnHa ci1abocT, u3TpblBaHe, MpaBydKaHe WM OJIOKMpaHe Ha ABMKEHHUETO Ha Kpaka, 0COOCHO
camo OT eJJHaTa CTpaHa Ha TSJIOTO, BHE3AITHH MPOOJIEMHU ¢ XOAEHETO HIIH C PABHOBECHETO
(nepudepHa HEBpOIIATHS)

HeuecTn Hexkenanu peakiuu (Moxxe ma 3acerrar o0 1 ga 100 gymmm)

I'bcTa, Oene3HnKaBa BarmHAIHA CEKPEITUS M KaHIu103a (MH(EKITHS)

KppBoHacsmaHe u KbpBeHE Ha MICTOTO HAMH)KEKTHPaHE

IToBumasane Ha ['TT — yepHOAPOOECH €H3MM, KOMTO CE OTKPHBA MPHU M3CJICABAHE HAKPHB
Bo3nanenune Ha yepHus apo0 (XemaTur)

YepHoapoOHa HETOCTATHYHOCT

WztpbnBane, MpaBy4KkaHe U 00IKa

AHa(UnaKTUYHU peaKINH
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* BrIrrouBa HE)KETAHU PEAKIINH, 3a KOUTO, ITOPay OCHOBHOTO 3a00JIsIBaHe, TOYHATA POJIS HA
dynsecTpanT Mylan He MOXke Ja c€ IPELEHH ChC CUTYPHOCT.

Cho0maBaHe HA HEeXKEJIAHH PeaKINu

AKO TIOJTyuHlTe HAKAKBH HEXEJIaHU JIEKAPCTBEHU PEeaKIny, yBeqoMmere Bammms jgexap, ¢papMaieBT win
MEIHUIIMHCKA cecTpa. ToBa BKJIFOYBA BCUYKH Bh3MOYKHH HEOIMCAHU B Ta3H JIMCTOBKA HEXEJIaHU
peakmu. MoKeTe ChIIO Ja ChOOIIUTE HEXKEIAaH! PEaKIUU TUPEKTHO Ype3 HAI[HOHATHATA CHCTEMA 3a
choO1IaBane, mocoueHa B [Ipunokenne V. Kato cho0rraBare HeXxXeIaHu PeakIiium, MOXKETE Jla TA1eTe
CBOSI PHHOC 3a TIOJTyYaBaHe Ha MoBede HH(POpMAIs OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKApPCTBO.

5. Kak na cbxpansiBare @yasecrpant Mylan
[a ce cbxpansBa Ha MSCTO, HEAOCTBITHO 32 JCLA.

He u3nosn3Baiite ToBa JIEKapcTBO CIIEl CPOKA HA TOIHOCT, OTOEIA3aH BbPXY KapTOHEHATa OllaKOBKa WK
eTukera Ha cipuHLoBKarta cies ['oned 1o:/EXP. CpokbT Ha TOJHOCT OTroBaps Ha MOCIEIHHUS AE€H OT
MIOCOYEHH MECEL.

Ha ce cpxpaHsiBa 1 TpaHCIOpTHpa B xyaamwiHuK (2°C — 8°C).

TemmepaTypuu oTKIIOHEHHUS U3BBH nuamnazona 2°C — 8°C TpsibBa a ca orpaHUYCHU, HEHABUIIIABAIIH
28 muu pu cpeana temmepatypa moxa 25°C (1o Hag 2°C — 8°C). Cnenl eBeHTyalHH TeMIIEpaTypHU
OTKJIOHEHHMS, TPOAYKTHT He3a0aBHO TPsIOBa Aa ce BbPHE KbM NPENOPBUUTEHUTE YCIOBHS Ha
ChXpaHeHue (Ja ce ChXpaHsiBa U TpaHCcIopTupa B xuaawiHuk npu 2°C — 8°C). TemnepatypHuTE
OTKJIOHEHHS UMAaT KyMyJlaTHBeH e(DeKT BbpXY KauecTBOTO Ha MPOAYKTa U 28-THEBHUSAT MIEPUO]] HE
TpAOBa J1a ce HaJBHILIABa [Ipe3 CpoKa Ha rogHoct Ha DynsectpanT Mylan. M3naraneTo Ha npoayKkra Ha
Temnepatypu noz 2°C HsiMa 1a My HaBpeaH, CTUTa Jja He ce cbxpaHsasa nog — 20°C.

HpCI[BapI/ITCIIHO HaIlTbJIHCHATa CIIPUHIIOBKA a CC ChbXpaHsABa B OpUTMHAJIHATA OITaKOBKaA, 3a J1a CC
npeamnasu OT CBECTJIHNHA.

Bamusat MeIUIIMHCKY CIIeUaIMCT HOCH OTTOBOPHOCT 3a MPAaBUIHOTO ChXpaHsIBaHe, U3IMOJI3BaHE U
n3xBBpIsiHE Ha DynBecTpanT Mylan.

ToBa silekapcTBO MOXKeE Jja IPEACTaBIsIBa PUCK 3a Boaute. He u3xpbpisiite nexkapcTara B
KaHaTU3aIuaTa WK B KOHTEHHepa 3a qoMantHu oTnaapin. [lommraiite Bamms gapmanesT kak ia
H3XBBPIIATE JIEKapCTBaTa, KOMTO Beye HEe M3I0JI3BaTe. Te3u MEpKH I1ie CIIOMOTHAT 3a ONa3BaHe Ha
OKOJIHaTa cpeja.

6. ChbabpkaHue HA ONAKOBKATA M JOMBJIHUTETHA HHPOPMAHA

Kakgo cpabpaxa @ynasecrpant Mylan

— AKTHBHOTO BeUIECTBO € QynBecTpaHT. Besika npeaBapuTeIHO HalbIHEHA CIPUHIIOBKA (5 ml)
cbabpxka 250 mg ¢pynBecTpaHT.

— Jlpyrure chcTaBKH (MIOMOIIHY BellecTBa) ca OeH3mindeH3o0at (BrxTe Touka 2 ,,dyneectpant Mylan
ChabpKa OeH3MI0eH30aT "), OCH3MIOB aNKOXO0JI (BHXKTE Touka 2 ,,dynBectpant Mylan cpabpika
OCH3WINIIOB aJIKOXO0J ), eTaHo, 0e3BojicH (BrkTe Touka ,,DynBectpant Mylan chabpika 10% 1/0
JIKOXOJ (eTaHoun)“) 1 papuHUpaHO PULIMHOBO MAaCJIO.

Kak nm3rnexna ®dyasecrpant Mylan u kakBO CbIbpka OMAKOBKaTa

®OynBectpant Mylan e GUCTBp, O€31BETEH 10 KBIAT BUCKO3EH PAa3TBOP B MIPEABAPUTEIIHO HATBIHEHA
CIPUHIIOBKA C Kanayka, 3alliTeHa OT OTBapsiHE, ChAbpKalla 5 ml HHXEKLMOHEH Pa3TBOP.
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dyneecTpanT Mylan ce npennara B 4eTUpU BUa OTTAKOBKU — WIIM OMTAKOBKA, ChIIbprKala 1 CThKJICHA
MPEIBAPUTEITHO HAITBTHEHA CIIPUHIIOBKA, HITU OIIAKOBKA, ChABPIKaIla 2 CTHKICHU MPEIBAPUTEITHO
HAITBJIHEHU CIIPUHIIOBKH WITH OTIAKOBKA, ChAyp Kaia 4 CThKIICHH MPEABAPUTEIHO HAITBITHEHU
CTIPUHIIOBKH HJIM OMAKOBKA, ChIbpPIKAIIA 6 CTHKICHH TIPEIBAPUTEITHO HAITBIHEHH CIIPUHIIOBKH.
Ocurypenu ca u obeszonacenu uriu (BD SafetyGlide) 3a cBbp3BaHe ¢ BCsika CIPUHIIOBKA.

He Bcruku BUIOBE ONAKOBKH MOXKE J1a OBbIAT ITyCHATH B MPOIakoa.

IIpuTe:kaTen Ha pa3pelIeHNETO 32 YyNOTpeda
MYLAN PHARMACEUTICALS LIMITED

Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN

Hpnanaus

IIponsBoauTen
MYLAN TEORANTA
Inverin

Co. Galway
UPJIAHUA

MYLAN GERMANY GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1

Bad Homburg v. d. Hoehe
Hessen, 61352
T'EPMAHUSA

3a onbIHUTEIHA HHOPMANUS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPXKETE CE C JIOKAITHHS ITPECTaBUTEN
Ha PUTEXATEIs Ha Pa3penIeHNeTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Mylan bvba/sprl
Tel/Tél: + 32 (0)2 658 61 00

Bbbarapus
Maiinan EOO/]
Ten: +359 2 44 55 400

Ceska republika
Viatris CZ .s.r.0.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Lietuva
Mylan Healthcare UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Mylan bvba/sprl

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Mylan EPD Kft
Tel: + 36 1 465 2100

Malta
V.J.Salomone Pharma Ltd
Tel: +356 21 22 01 74

Nederland

Mylan BV
Tel: +31 (0)20 426 3300
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Eesti
BGP Products Switzerland GmbH Eesti filiaal
Tel: + 372 6363 052

E)\dda
Generics Pharma Hellas EIIE
TnA: +30210 993 6410

Espaiia
Viatris Pharmaceuticals, S.L.U.
Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 437257500

Hrvatska
Mylan Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland

Mylan Ireland Limited
Tel: +353 1 8711600

Island

Icepharma hf.
Simi: + 354 540 8000

Italia
Mpylan Italia S.r.1.
Tel: +39 02 612 46921

Kvmpog
Varnavas Hadjipanayis Ltd.
TmA: + 357 2220 7700

Latvija
Mylan Healthcare SIA
Tel: +371 676 055 80

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Arcana Arzneimittel GmbH
Tel: +43 1416 2418

Polska
Mylan Healthcare Sp. z.0.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 35121 41272 00

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija

Viatris d.o.o.
Tel: +386 123 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: + 358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited
Tel: +353 18711600

Jata Ha mocyeqHo nmpepasrJexaane Ha gucropkara {MM /TTTT}.

JApyru n3rouHuny Ha MHpopManus

Honpo6Ha I/IH(l)OpMaI_[I/IH 3a TOBA JICKAapPCTBO € NPEAOCTABCHA Ha ye6caﬁTa Ha EBpOHCfICKaTa arcHuus

1o JiekapcTBata http://www.ema.europa.eu
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ITocouenara mo-10Jay I/IH(I)OI)MaIII/IH € NMpeIHa3HaA4YeHa caMO 3a MEIUIIUHCKHA CIICHIHATUCTH:

OyneectpanT Mylan 500 mg (2 x 250 mg/5 ml umkekMoHeH pa3TBOp) TpsiOBa 1a ce
Mpuiiara 4pe3 JBe MPeJABAPUTEITHO HATBJIHEHY CITPUHIIOBKY, BIDXKTE TOYKA 3.

WHCTpyKINY 3a IPUIOKECHUE

Baumanue — mpean ynorpeda He cTepriim3upainTe obe3omnacenara uriia (IoIKoXKHa UTia C
npeanazuren BD SafetyGlide Shielding Hypodermic Needle) B aBToknaB. BbB Bceku enun
MOMEHT I10 BpeMe Ha padoTa ¢ UriiaTa U Ipu U3XBBPISHETO i phLETe TPSOBa Aa ocTaBat 3aj1 Hesl

3a BCSAKA OT ABETE CIPUHIIOBKH:

e U3Baneree CTHKICHOTO TSJIO HAa CIIPUHIIOBKATA OT KYTHSTA U
MIPOBEPETE JaJIU HE € TIOBPEICHO.

e  OTBOpeTe BHHITHATA OMTAKOBKA Ha o0e30maceHaTa uriia
(SafetyGlide).

e [Ipenu npuioxeHue, pa3TBOPHUTE 3a APEHTEPATHO
MIPUJIOKEHUE TPSIOBA Ja ce oriear 3a BUIAUMH YaCTHIIN U
MPOMsIHA Ha IIBETA.

e JIpBKTe CIIpUHITOBKATa HU3NpaBeHa 3a opedpenara dact (C).
C nmpyrata ppka xBaHeTe KarmadeTo (A) ¥ BHUMATEIIHO TO
HaKJIaHSITe HAaIlpe-Ha3a/1, JIOKATO ce OT/ICIH U MOXeE Jia ce
u3IbpIa; He BepTeTe (BK. Purypa 1).

e  Ortcrpanere kamadeTo (A) ¢ IBIKCHHE TTPaBO Harope. 3a 1aa
3arasuTe CTEPUITHOCTTA, HE JJOKOCBalTe BhpXa Ha

cnpuHnoBkata (B) (Bx. @urypa 2).

e [locraBere obOe3omaceHara uria Ha HakpaitHuka Tan Luer-
Lok u 51 3aBBpTETE, AOKATO CE 3aKpENU CTAOUIHO (BXK.
Qurypa 3).

e IlIpoBepere nanu uriaTa e 3aKiodyena Ha Luer koHekTopa,
npeau Aa NPOMEHUTE BEPTUKAIHOTO MOJI0KEHUE Ha
CIPUHIIOBKATA.

e I3nppnaiiTe mpennasutess Ha UIJIATa IPaBO HaMpes, 3a1a
HE yBpEAMTE BbpXa i.

e JloOnmxere CIPUHIOBKATA JIO MSICTOTO HA IIPHUIIOKEHHE.

e OrcTpaHere npeanasuTeNs Ha UTiara.

e ll3roHere W3NHIIHMA BB3AYX OT CIIPHHIIOBKATA.
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e [Ipunoxere 6aBHO HHTPaMyCKYIHO (1-2 MUHYTH/WHKEKLIU )
B ceanuineTo (TiayTeanrHaTta oosact). 3a ynoOcTBo Ha
IpuiIaramys MHXEKLIUATa, CKOCEHaTa CTpaHa Ha UIJiaTa €
OpHEHTHpaHa KbM JIocT4eTO (BK. Durypa 4).

e Bepnara ciex WHXEKTHPAHETO, C EAMH MPBCT HATHCHETE
JIOCTYETO, 32 J1a aKTHBHpaTe nmpenmnasuteins (Bx. durypa 5).
3ABEJIEXXKA: Ilpu akTuBHpaHEeTO HE HACOUBANWTE UIJaTa
KbM ceOe CH M KbM APYTH Xopa. M3uakaiite na gyeTe

IIpaKBaHE U NOTJICAHETE Oajid BLPXBT HaA HUIJIaTa € IIOKPUT
HaITbJIHO.

WsxBbpasHe

durypa 4

[IpenBapuTeTHO HATBTHEHUTE CIPUHIIOBKH ca NPeTHa3HAUCHU caMO 3a ¢THOKpaTHa yrnoTpeoa.
ToBa nexapcTBO MOXKe J1a MPEACTaBIABA PUCK 32 BoaWTe. Hen3mon3BaHuAT TeKapCTBEH MPOIYKT HITH
OTIIaJbPYHUTE MATEPUAH OT HETO TPSAOBA JIa CE U3XBBHPIAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUS.
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