KPATKA XAPAKTEPHUCTHKA HA
NMPOAYKTA



1. HWME HA JEKAPCTBEHHA NNPOAYKT
dynpectpanT Axopl 250 mg/5 m] MEKEKLMOHEH PAa3TBOP B IIPEABAPUTENHO HAMBIHEH CIIPHHLUIOBKA

Fulvestrant Accord 250 mg/5 ml solution for injection in pre-filled syringe

2. KAYECTBEH H KOJIHYECTBEH CBhCTAB

Bcekn ml OT HEKEKUHOHHHS PA3TBOP B MpENBAPHTENHO HAITHIHEHATA CAPHHLOBKA ChIBPKA 50 mg
dyneectpanT (fulvestrani).

Eqna NpefBapHTeHO HAIBIHEHA CTIPHHLOBKA ChAbPHKA 250 ngg_mynmnm.éﬁdmmm)_n.s_ml

pasTaop. | N3MTLAHUTENHA ATEHUUA NO NEKAPCTE <. - |
Roamna XapaKMEpUCTIUKA Ha NPOgYXTTa - TTpurcsHue 1

[IoMOIIHM BemecTBa ¢ A3BecTHO AeiicTeye (B 5 ml pasTBop) xapa "

Eration 96 % (500 mg) o Poz. Mt e L2 0409

Benzwior ankoxon (500 mg)

Bensunbenzoar (750 mg)

Paspauie TR

Ne /. M
“’g :%m LF-6ra35 A L-01- 100

Ja TRAHHA CIHCEK HA MOMOIIHUTS BELISCTRA BHKTE TogSKa 6.1,

3. JEKAPCTBEHA ®OPMA

HmxexknnoHeH pasTBop B HPEABAPHTENHO HATBAHEHA CTIPHHIIOBKA
BucThp, Ge30BETEH 10 HKEBIT, BHCKO3EH pasTBOp

4, KJIMHHAYHH NAHHN
4,1 TepaneBTHYHH NOKAIAHHA

PynsecTpaHT AKOPA € NOKA3AH:
* KaTO MOHOTEpanus 3a JieYeHHe Ha eCTPOreH-PELENTop MO3HTHBEH, IOKATHO aBaHCHpal
HTH METACTaTHYEH Pak HA MICUHATA JKIIE3a NMPH NOCTMEHONAY3ATHHE HEeHH!
- KOHTO Ipely TOBa He ca OHIH MOMNaraHd Ha eHNOKPHHHA Tepanus, WiH
- ¢ peuMAME Ha 3a60ABAHETO MO BPEME Ha UITH CNIEH AMIOBAHTHE AHTHECTPOTEHHA
Tepanus, WINA TPH mporpecka Ha 3aboyABaHeTo TO BPEME HA AHTHECTPOreHHa
Tepanu;

e B KOMGUHAIME ¢ ManCouMKIHE 3a JIEUCHHE Ha ITONIOKHTENEH 34 XOPMOHAICH PELCIITOD
(HR), oTprmareneH 3a pelentop 2 Ha 4OBEIIKHA eMHICPMANEH PACTEKEH daxrop (HER2)
NOKATHO aBAHCHPAN WIM METacTaTHYECH PAK HA MJIEYHATA JKII€3a [IPH XKEHH, KOUTO NPEAH
TOBA Ca MONY4aBany eHAOKPHHRA Teparua (Bx. Toukas.1).

TIpu mpe- HIM TEPUMEHONAy3alHH XeHH, KOMOMHHpaHaTa Tepanus ¢ nanGouHKIHG TpaBa Ja e
KOMOMHHPAHA C aTOHHCT Ha JyTEHHH3HPALI XOPMOH-0CBO00XK ABaII xopmou{LHRH).

4.2 JI03NpOBKA H HAYHH HA NPHIGKEHHE

Zo3nposka

JKenu (ermiouumenno u 8 CmapHecra ebapacm)
[NpenopsuuTenHaTa gosa ¢ 500 mg Ha HHTEpBAIIH OT SARH MeCel, [UIOC JOMBAHKTENHA /1038 0T 500 mg

JBe CeIMHIH CJICH IThpBaTa no3a.




Korato OyapecTpaHT AKODZ C€ HIIOT3BA B KOMOHHAIIA C nanBoumiub, Mo BHATe chillo KpaTkara
XApaKTEPHCTHKA Ha POAYKTA NanGoIMKIHG.

Ipenw 3amoyBaHe HAa KOMOWHHMpAHA TEpaNHA C OynsecTpaT AKOpA H nanbouMknub, H No BpeMe Ha
[A8Ta § TPOALIKATENHOCT, Tpe-/IEPUMEHONAY3ANHHTE KEHH tpabea Aa GBAT NiEKyBaHH C ArOHHCT HA
LHRH, B CHOTEETCTBHE ¢ MECTHATA KIIHHHYHA MPaKTHKA.

CneuyanHy TOMyAalHe

Bubpeuno napyuenue

He ce npenopeuea aaNTUpake Ha [03aTa MPH MALCHTH € Jeko A0 yMEPEHO 6p0peuHO HApYIICHHE
(KpeaTMHWHOB KIHpBHC > 30 ml/MuH). BesomacHoCTTa H eHKACHOCTTA HE ¢4 OLeHABAHH TIPH NALMCHTH
¢ Texka GBOpevHa HeAOCTATHIHOCT (KPEaTHHHHOB KITMPBHC < 30 ml/MHH) ¥ IOpagy TOBA, [PH TAKHBA
MalUMeRTH ce IpenophiBa Aa ¢ IpiUiara ¢ TOBHIICHO BHIMAHHE (px. Touka 4.4).

YeproOpobro Hapyuienue

He ce npenopbuea KOPHUrUPaHe Ha 1034TA [TPH [ALHEHTH € JIKO A0 YMCPEHO yepHOAPOoOHO HApYMEHNE.
Bwnipei# TOB&, Thif KATO € BB3MOKHA NNOBHIIEHA EKCIIO3HIINA Ha $ynBecTpaHT, To¥ TPAOBA Na ce NpHIara
BHHMATETHO MpY Te3W maumedTH, He ca HanWyHM JaHHH NPH TIAUMCHTH C TEXKO yepHOOpoOHO
yepesane {Bx. To4kd 4.3, 4.4 1 5.2).

Heduampuyna nonyrayun
BezonacHocTTa ¥ e(HKACHOCTTa Ha (ynBECTPaHT IIPH AUa Ha BL3pact OT 0 g0 18 roauum He ca

ycTanoBeHH. Hamu-HuTe 10 MOMEHTA JaHHH ¢4 OTIMCAHH B TOUKH 5.1 1 5.2, HO NPENOPBKH [10 OTHOMEHHE
H4 A03MPOBKATA HE MOTaT Ja ObAaT HanpaBeHH.

HaupH Ha NPEROKEHHE
®ynpectpaHT Akopa TpabBa Aa ce NIPHIara Karo ABE NOCHCIOBATENHH 6aBHN HHTPAMYCKYJIHH HHACKIIHK
ot 5 ml (1-2 MEHYTH Ha HEDKEKIIHA), 110 e[(Ha OT BCAKA CTPAHa Ha CEAATHIIETO (rmyTeanuara o6macT).

HeobX0AMMO ¢ BHMMAHHE NPH MIDKEKTHpaHe Ha (yNBecTPauT B NOP3OTAyTeANHATA obnact, mopani
61U30CTTA HA [IOANEKALHA CEOANHINEH HEPB.

3a noxpoSHE HHCTPYKIHM 33 NPHAAraHe, BIATC TOUKa 6.6.
4.3 IlporupBomoKasavus

CBPBXIYBCTBHTENHOCT KbM AKTHBHOTO BEILUCCTBO HIIHM HAKOE OT MOMOIUHHTE BEILECTBa, H3DPOCSHH B
Toyka 6.1.

BpeMeHHOCT ¥ KbpMeHe (BX. TOUKa 4.6).
TexKo UepHOAPOOGHO YBpexXaaHe (BXK. TOYKH 4.4w5.2).
4.4 Crenvajinu npelynpeKIeHHA H NPeATaiHA MePKH NpH ynotpeba

@ynBecTpaHT Akopa TpaGBa Na ce npunara ¢ NOBAMCHO PHHMaHHE NP NAIIMEHTH € JIEKO A0 YMEPEHO
qepHOIPOGRO yBpexnaHe (BX. TOuKi 4.2,4.3 1 5.2).

@ynBecTpaHT AKODZ Tpi0Ba fa ¢¢ NpHNara ¢ NOBHLICHO BHAMAHHE pH MALNHEHTH C TEXKKO GrOpeuHo
yBpesKIaHe (KPeaTHHHHOB KIHPBHC < 30 ml/MuH).

Topa/n HHTpaMycKyTHEsA [ILT Ha BEBEKAaHE, PyABECTPaHT AKOPI Tpa6Ba 1a ce H3NON3Ba C IOBUIIEHO
BHMMAHHE NPH TIAHEHTH ¢ XEMOPArHiHA TKaTe3a, TPOMOOLMTONEHNA H [PY TE3H Ha AHTHKOATYNIAHTHA
Teparms.




YecTo mp¥ JKeHH ¢ HAMPEHAN PaKk Ha rbpaata ce Habmoaasar TpoMBoeMBONHYHA HHUMAECHTH, KOETO &
HAGNIO[ABAHO ¥ IIPH KIMHHYHH NMPOYYBAHMA ¢ GYNBECTPAHT (BXK. TOUKA 4.8). Tosa TpabBa Aa ce HMa
npeABna, korato OyNBecTpaHT AKOPA C€ MPEANHCEA Ha PHCKOBH NALHCHTH.

TIpy HHXEKTHPAHETO Ha QyNBECTPART ce CHOBIABAT CHOHTHS Ha MACTOTO HA HIDKEKTHPAHE, BKMIOBALIH
HilHAC, HeBpairud, HeppomatHa Oonka M mepudepHa HEBPONATHA. HeobxoauMo € BHAMaHde TIpH
MpHNOKEHHe Ha (YNBECTPAHT B NOp3OrNyTeanHata 00nact, nopany ONH3OCTTA HA MOMJIEKALHS
CEAATHIIEE HepB (BX. ToukH 4.2 H 4.8).

HsiMa mBJITOCPOYEH JAaHHH 3a e(eKkTa Ha QyNBecTPaHT BbPXY KOCTHTC. Tlopany mMexaHH3Ma My Ha
neficTBHE, ChIIECTBYBA NOTEHLHAICH PHCK 0T OCTE0TIOpO3a.

EduxacHocTTa 1 Ge30macHOCTTa Ha Cy/IBECTPAHT Axopz (HATO KaTO MOHOTEpAITHA, HUTO B KOMOMHALHA
¢ nanfourruG) He canpoyyeHH [IPY MAWKEHTH ¢ KPHTHYHO BRCLEPANHO 3afonasaHe.

Korato @yapecTpaT AKOpPI C€ H3NOJI3Ba B KOMOMHAUMA C nanGouukub, Mona BIKTe cbio Kparkara
XapaKTEPHCTHKA HA [POAYKTa NANIOOHMKIHO.

Hoenuseane na mecmogeme 3a eCmpaduonosy aimumena
Tlopagu CTPYKTYPHOTO nofoGue Ha (hynBecTpaHT H €CTPAaAMON, (rynBecTpaHT MOXE Ja NORTUAC
TECTOBETE 32 eCTPanKoi, GasHpaHH Ha AHTHTENA, KaTO Te MOXKE Aa NOKAKAT ¢amIHBO TOBHINCHH HHBA

Ha ecTpanuon.

[eguarpHuHa MOMyaalHs
OynsecTpaHT AKOPI HE C¢ MPENopEHBa NpH AENa H IOHOMIH, Toil Kato 5e30MacHOCTTA H ePUKACHOCTTA

HE Ca YCTAHOBEHH 3a Ta3H IPyIa NAIHenTH (BX. TouKa 5. 1).

[Nomoun semectsa
Eranon

Tozu JNexapcTeeH HPONYKT ChAbpka 10% w/v eTaHon (anxoxon), T.e. Ko 500 mg HA HHXCKIHA,
exBuBaeHTHK Ha 10 ml Gupa uiH 4 ml BuHO Ha 103a. Bpeano € 33 Te3H, KOHTO CTPANAT OT AKOXONHIBM.
Jla ¢ce MMa NpeiBHA NPH BHCOKODHCKOBH IPYMH, KAaTO TALMEHTH € yepraoApoGHO 3abonABaHe HIH
enHencys.

Benzunos ankoxon

- ToBa NexapeTso cbabpka 500 mg GeHsHioB aTkoX0N BB BCAKA NPE/IBAPHTENHO HAITBJTHEHA CIIPHHIIOBKA
ot 5 mi, KouTO ca ekBHBANEHTHH Ha 100 mg/ml. BeH3WIOBAAT AJIKOXOJ MOXE 13 NPHIMHM ANCPrititH
peakupy. Tonemu oBemy TpaGBA Ja ce H3MON3BAT ¢ MOBHINCHO BHUMAHHE U CAMO aKO & Heo0xonuMo,
ocofeHo TMpY JHIA ¢ YEepHOXPOOHO WIH GBOpEtHO yBpeiKiaHe mopajH pHCK OT KyMyJIHpaHe H
TOKCHYHOCT (MeTaBONHTHA al|03a).

Bensunbensoar
To3n nekapcTBeH NPOAYKT charpxka 750 mg GeH3WIOEH30aT HA UEDKEKIHA, KOHTO C8 CKBHBAICHTHH HA
150 mg/ ml.

4.5 BsanmogeiicTBMe ¢ JPYIH JeKapCTBEHH NPOJYKTH H ApYTrH ¢gopmMH Ha B3aUMOJeHcTBHE

Knuau4Ho [poydBaHe 3a B3BHMONCHCTBHE ¢ MHZIA30JaM (cy6erpar na CYP3A4) neMOHCTDHpA, e
dynsecrpant He mnxubupa CYP3A4. Kiuuu4H4 NpOy4BaHHA 3a p3auMogeiicTBrHe ¢ pHOaMIMIMH
(unayktop Ha CYP3A4) u keroxounason (umxuGurop Ha CYP3A4) e moxassar KIHHINMHO 3HaYMMaA
NpOMsHA B KITMPBHCA Ha dynBecTant. CNIEAOBATENHO HE € HYKHO aJalTHPAHE Ha 1038Ta NPH IMaiHeHTH,
KOHTO TPHEMAT €AHOBPEMEHHO (y/IBECTPAHT ¥ HHXHOHTOPH WM HHIYKTOPH Ha CYP3A4.

4.6 depTUaATET, (PEMEHHOCT B KbpPMEHE




Keny ¢ AeTepo¢H HOTCHIHAN
[ManHeHTKHTE C HeTepoieH NOTeHIHAT Tpabsa Aa M3NON3BaT eexTHRHA KOHTPAUETMA MO BPEME Ha
nedeHHe ¢ GpyIBECTpanT ¥ 2 FOJIMHH ClIeX MOCIeARaTa 1033,

BpemeHHOCT
DyNBECTPanT AKOpA € NPOTHBONOKA3aH NPH GPEMEHHOCT (B, TOYKA 4.3), UMa JasHH, ye MPH IIBX0Be

¥ 3afild, CIel ENHOKPATHO MHTPAMYCKYJIHO MpHAOKeHHe, $yNBECTPAHT MHHABA Mpe3 IUIALCHTATA.
TIpoyuBanuaTa NpH XMBOTHH [IOKA3BAT HANHYME HA PENPOAYKTHBHA TOKCHYHOCT, BKMIOTHMTENIHO M
TOBMIIEHA 9ECTOTA HAa (ETANHH aHOMATMH M CMBPTHM ciydau (Bk. Touxa 5.3). Ako mo BpeMme Ha
NPHIOKEHHETO Ha (yJIBECTPAHT HACTHIIH GpeMEHHOCT, NAlTHeHTKaTa TpsbBa fa 6bae uHpOPMHpPAHA 33
MOTEHUMANHHTE OACHOCTH 34 TUIOA H IIOTEHUHAIHAA PHCK 3a 3arydara Mmy.

Knpmene

Kepmerero Tpabpa Oa e MPEyCT2HOBH IO BpEME Ha JICUCHHE C tdyneecrpanT. PynBecTpaHT ce
EKCKPETHDa B MIAKOTO Ha NAaKTHpalld TTbxoBe. He e H3BecTHO AamM QyNBECTPAHT C& SKCKPETHPA B
kbpmara. [Iopaan TOTEHUMaNa OT CEPHO3HH HEXENaHM Peakuui OT (yNBeCTpaHT NpH KbpMauera,
ynotpebara My 110 BpeMe Ha KEpMeHe € MPOTHBONOKa3aHa (BXK. To4Ka 4.3).

DepTHaHTeT
Edexrture Ha QyNBeCTPaHT BEPXY (EPTIIMTETA [IPH XOPA HE Ca NPOYyBaHMU.

47 Edexta Bppxy cniocobnocerra 32 modupane U paboTa ¢ MAIHHEA

@yNBECTPAHT HEé MOBAHABA HIH IOBMAHABA HE3HAWHTENHO CHOCOCHOCTTA 32 modupane 1 pabota ¢
MAILUHH,

Bee nak, MOHEKE [IPH Ne4eHHe ¢ QYIBECTPAHT WMA MHOT(Q YECTH cBOOIHEHHA 3a ACTEHI, MALHCHTHTE,
KOMTO PasBUAT Ta3H HEXENAHA peaklHA, TPAOBa 1a NOAXOEAAT C TOBHIICHO BHUMAHHE KbM modrpaseTo
H paboTaTta ¢ MalllMHH.

4.8 Hexenanu N1eKaAPCTBEHH PEAKIHH

Pesrome Ha npoduna 3a GesonacHocT

Mouomepanua

B TasM TOHUKa € MpeIcTaseHa MHGOPMAalyi, OCHOBAHA Ha BCHUKH HEXENAHH Peakiyy OT KIMHHIHH
OpOyUYBaHKA, MOCTMAPKETHHIOBH MpPOYYBAHHA H CINOHTAHHH crobmenns. B cOopuure AaHHH 3a
(ynBeCTPaHT KaTo MOHOTepanui HaH-uecTo ChOOLIABAHHTE HEXENAHH peakuyi ca OMWTH peaKUMy Ha
MACTOTO HA HIDKeKTHpAaHe, ACTCHHA, FaneHe i NOBHIIEHH uepHoapobnu ersumu (AJIAT, ACAT, AQ).

B tafnnual, AageHuTe N0-I0NY KATETOPHH MO HYECTOTA HA HEXCIAHMTE JICKAPCTBEHH peakIiH (HIIP) ca
H3YHCIIEHH Bh3 OCHOBA Ha COOPHH aHATH3M Ha §€30MacHOCTTA NPH TPYNH HA JEUCHHE C (ymBecTpaHT
500 mg B npoyuparmus CONFIRM (npoyusane D6997C00002), FINDER 1 (npoyusate D6997C00004),
FINDER 2 (nipoyusane D6997C00006) 1 NEWEST (npoyusane D6997C00003), wu camo ot FALCON
{(mpoyupare D699BCO00001), koero cpaprapa ¢ynsectpant 500 mg ¢ asacTposon 1 mg. Koraro
YeCTOTHTE OT COOPHMSA AHAH Ha JAHHHTE 3a 6e30MacHOCT ¥ 0T FALCON ce pa3nHJasaT, € NpencTabeHa
No-BHCOKATa YecToTa. Jagenure B TAG/IHNA | 98CTOTH €a Bb3 OCHOBA HA BCHKH cho0meny cuiuTHA, 6e3
3HAYERME KaKBa ¢ OHIa mpelieHKaTa Ha H3CIEH0BaTeIA 38 NPHYHHHO-CIEICTBEHATA BPB3Ka. Menuanara
HATPOABLIKHTENHOCT Ha Nevenneto ¢ dpyneectpadt 500 mg B c6OpHATE NAHHH (BIIIOUMTENHO MO-rope
crioMeHaTuTe npoy4sanud wioc FALCON), e 6una 6,5Mecera.

TabnHueH CHUCHK HAa HEKENAHNTE PEakIluH
Viz6poenuTe NO-I0My HEXENAHN Peakliy ca KIacu(HIMpPAHH IO H9ECTOTA M CHCTEMO-OpraliH KIacose
(COK). I'pynupanero 1o 9ecToTa & A¢pHHHpaHo 110 CICARATA XOHBECHIHA: MHOTO MECTH (> 1/10), yectn
(> 1/100 ao < 1/10), neuecrn (> 1/1 000 o < 1/100). Ipu Besiko rpynHpaHe B 3aBUCHMOCT OT HECTOTATA,
He)KENAHUTE JISKAPCTBEHH peakiMy ¢ Ha0poABaT B HU3XONALL ped MO OTHOMICHHE HA
CEPHO3HOCT.

WA RO g,
7 ﬁ%ﬂa




Tatanua 1 Hexelann JIeKAPCTBEHH peaKUHH, cb00maBaHH NMPH NMalHeHTH, NeKYB2HH ¢
¢yaBeCTPAHT KATO MOHOTEPATTHS

Hexenann peakgHH ¢ CHCTEMO-OPraHHH KJAcOBE H YeCTOTA

Hudekuny 1 HAGECTAIHH

YectH

Hudekps HA MHKOYHATE TETHINA

Hapyuienus Ha KpbBTa H IMM{QHaTa
CHCTEMA

YectH

Hamanen 6poit Tpombonuta®

Hapymenus Ha HMYHHATa CHCTEMA

Muoro 9ecTu

PeakiH Ha CBPLXIYBCTBHTENHOCT”

HeuectH AnadIakTHIHE PeakIHH
Hapymenns Ha MeTabomM3Ma H Yectd AHOpeKcHA
XpaHEeHeTo
Hapymienns Ha HEPBHATA CHCTEMa YectH [napoGonue
CHbIOBH HapyLIEHHA Muoro 4ectH Tomns BeJIHH"

YecTH Bexo3Ha TpoMboembonHa”
CToMallHO-4pEBHH Hapy WICHHA MHOro YeCTH TaneHe

Yectu TloBpblUaHe, AHApHA

XenatoOuAHApHH HAPYILCHHA

Muoro 4ectH

ToBVMIIEHH YepHOZPOOHH EH3UMH
(AJIAT, ACAT, AQ)*

YectH

IosuueH Gummpybyua’

Heuect

YepHoapoGHa HEAOCTATEIHOCT™Y,
xeratwt, nopumasane Ha [T TTT®

Hapyinesns Ha KOXara M NOAKOXKHATA
TBK2H

MHoOr0 YeCTH

O6puB*

HapymeHus Ha MyCKyIHO-CKENeTHaTa
CHCTEMA W ChEeIMHHTENHATA THKAH

MHoro 4ecTd

Bongd B CTaBHTE H B MYCKYHO-
cKeneTHaTa cucrema”

YecTH Bonku B rapba’
HapyieHud Ha Bb3NPOH3BORUTETHATA YecTH Barnnanel xpbBO3AHB"
CHCTEMA H I'bpAaTa HeuectH BarueajiHa KaHOHno3a, JeBropes’

OG1uH HapylieHus H edeKkTH Ha MACTOTO
HA MPUICKECHHE

MHoro 4eCTH

ACTeHHA®, peaxiHH Ha MACTOTO Ha
HHKEKTHpae®

Yectn

Tepudepra HEBPONATHA", HILIHAC”

HeuecTH

KpbBOHIIHB Ha MACTOTO Ha
HHXEKTHPaHE®, XeMaTOM Ha MACTOTO HA
HHKEKTHpaHe®, HeBpanrwa™’

Bx/iouBa HeSKETaHH JIGKAPCTREHH PEAKIHH, 38 KOHTO NOPaH HATHYHC Ha noanexamio 3abonapane ne
MOJKE @ ¢ OTMPEALIH ¢ TOUHOCT CTENEHTa, B KOATO {ynsecTpaHT AONpHHACA.

TepMHHBT PEaKLIMH Ha MACTOTO HA HHXEKTHPAHE HE BKITIOHEA TEPMHHHTE KPHBOH3JIHB Ha MACTOTQ HA
HHKEKTHPAHE, XEMaTOM Ha MACTOTO Ha HIDKEKTHPAHE, HIIHAC, HEeBpa/IrEs ¥ epadepHa HEBPONATHA.
Peaxumara He ¢ HabnogapaHA NPH FOJIEMHTE KITHHHYHY POy BaHHA (CONFIRM, FINDER1, FINDER2,
NEWEST). YecToTara € H3YHcleHs MOCpeNCTBOM FOPHATA TPAHHLA Ha 95 % nDoBCpHTENIEH HHTEPBAN 33
rouxosa onenka. Hauncrien e kato 3/560 (kpaeto 560 e GposAT nauKeHTH B FOIEMHTS KIHHHYHH
NpoyUBaHILT), KOSTO NONaNa B KaTCrOpHATA - HEMECTH”.

BrnoYBa; ApTPaIria ¥ No-pAIKo G0lka B MYCKYJIHO-CKENETHATA
KaTeropuara 3a YeCTOTA ¢ PA3IHuHa npu cGop

CHCTEMA, MHANITHSH GONKH B KpaiHHIATE.
HuTe JaHHH 3a GesonacHoctd np FALCON.

HJTP ue e natmonasana 8 FALCON,

OnHcanne Ha W3OpaHK HeskenaHH Peakiin

BKNOYEHHTE NO-J0JY ONHCAKHA C& OCHOBABAT Ha aHA/IH32 Ha JaHHHTE 33 6e30M1ACHOCT, CHOTBETHO NpH

228 NalEeHTKH, KOKTO ¢a NoNydIiTH Hai-MankoenHa (1) nosa QyIBECTPAHT, H NPH 232 "

KOMTO ca nofMyq9win Hal-manko eana (1) go3a aHacTpo30M, BB dasa 3 Aa npoyyBaH
b,

f

e



Bonru e cmasume 1 MyCKYIHO-CKEAEMNAMA CUCemMda

B npoyupaneToFALCON, 6posT Ha NALMEHTKHTE, KOWTO Ca CHOGLIMIH KaTO HEXE/TaHa peakuis CTaBHa
¥ MYCKYJIHO-CKCIeTHaTa Golka, e choTBeTHO 65 (31,2 %) u 48 (24,1 %) B pamoTo Ha dynBecTpaHT H
anacTpo3oi. OT 65-T¢ MALMEHTKMB paMoTo Ha (yneectpant, 40 % (26/65) ca chobmmIH 32 GoNKM B
CTABHTEH MYCKYAHO-CKEJIETHATa CHCTEMANpes ThPBHA MECell Ha NEHCHHETOH 66,2 % (43/65)} npea
MbPBHTE 3 Mecela Ha JiedeHHeTo. TTalMeRTKATE He ChOOIABAT 33 HEXENaHH CuOMTHA CTENEH > 3 No
CTCAE Wi TakMpa, KOMTO [A HATAraT HaMansdBaHe Ha [03aTa, NPEKBCBAHE HA TNpHEMa HIIH
HpeKpaTABaHe Ha JICYEHHETO.

KomGunupana mepanus ¢ nanboyuriut

O6muat npodun Ha GeszonacHoCT Ha (yNBECTPaHT, KOraTo Ce H3MON3BA B xoMOuHaUKs ¢ NanboUMKIHG,
€ Bb3 OCHOBaHa AaumuTe or 517 mamuentn ¢ HR-nonoxnrened, HER2-oTpuliaTeneH apaHCHpan HiH
METACTATHYEH PaK HAa MJISTHATA JKJ€3d B PAaHAOMH3IHPAHOTO NpOy4YBAHE PALOMA3 (mk. Touka 5.1).
Haii-uecrute (> 20 %) HexenaHd peakiliy OT KakBaTo ¥ Aa € CTeneH, ChoOIeHH MPA MALUeHTH, KOKTO
MOJMY4aBaT QynBecTpaHT B KoMOWHAIMA ¢ NManGOUMKNMG, ca HEYTPOTICHMS, JNEBKONCHMH, HHpeKIHH,
yMOpa, rajacHe, aHeMHsd, CTOMATHT, NHApHA, TpoMOOLMTONEHHA U MOBPBIIANE. Haii-vecture (> 2 %)
HeXeaHH PeaKLiH CTETieR > 3 ca HeYTPOreHHs, NEBKONeH A, HH(EeKLuH, aHeM U, NOBAICHH CTORHOCTH
Ha acnaprat aMiHoTpaHcdepasa (AST), TpomGounToneHns 1 yMopa.

B Tabnuua 2 ca MpefcTaBeHy HexenanuTe peakiy o PALOMA3. MeaunanaTa Ha NPOOBKHICIHOCT
Ha eKkcno3uumsATa Ha QyneectpanT € 11,2 Mecena B paMOTO Ha GQy/iBECTPaHT MUOC nanGoumknub u 4,8
Mecela B paMoTo Ha (ynBecTpanT mmoc wianebo. Cpennarta MPOXBDKHTENHOCT Ha SKCMOSHIHATA HA
nanGourKIiG B paMoTo Ha gynsectpanT rwioc nanbormkaut e 10,8 Mecena.

Tabanua 2 Hexenann peakiHy, 6a3HpaHA HA JaHHH 0T NPOYIBAHETO PALOMAZJ (N=517)

HCTEMO-0PraHeH KIac dyasecrpant + nanbounxanb | OyapecTpant + miauebo (N=172)
ecToTa (N=345)
PeanoyuMTaN TepMHHa" Benuxn Crenen >3 Benaxu Crenen>3n
CTENEHA n (%) CTENeHH (%)
n (%) n (%)

Andexnmn 0 nHPeCTALUNH

Mroco uecmu

Hudexumu® 188 (54,5) 19 (5,5) 60 (34,9) 6 (3,5)

apyilleHMs HA KPbLBTA H JHM(pHATA CHCTeMa

Miozo vecmu

Heyrponenus ® 290 (84.1) 240 (69,6) 6 (3,5) 0

Jleskonenus " 207 (60,0) 132 (38,3) 9(5,2) 1(0,6)

Anemua” 109 (31,6) 15 (4,3) 24 (14,0) 4(2,3)

TpomGoumTOTCH A © 88 (25,5) 10(2,9) 0(0,0) 0
Hevecmu

DeOpIIHA HEYTPOIICHHA 3(0,9 3(0,9) 0




Hapymennsn ha MeTaloan3Ma H XpaHEHETO
HO20 tecmu
Hamanes aneTur 60 (17.4) 4(1,2) 18 (10,5) 1(0,6)
Hapyurenust Ha HEPBRATA CHCTEMA
Yecmu
Hucreyszus 27(7,8) 0 6 (3,5) 0
[Hapymenust Ha OYHTE
Yecmu
IMoBumesa naKkpumMaLua 25(7,2) 0 2(1,2) 0
3aMBINeHo 3peHHe 24 (7,0) 0 3(L,D 0
~Cyxo oko™ 15(4,3) 0 3{(L,D 0
€CHHPATOPHH, IPbLANH H MEIHACTHHAJIHE HAPYIIEHHS
Yecmu
EnHcTaKCHC 25(7,2) 0 4(2,3) 0
CToMalIHO-4YPEeBHH HAPYIICHHS
Mnozo yecrmu
lapene 124 (35,9) 2(0,6) 53 (30,8) 1(0,6)
CromaTur™ 104 (30,1} 3(0,9) 24 (14,0) 0
Juapus 94 (27,2) 0 35(20,3) 2(1L2)
TloBpoiuaHe 75 (2L,7) 2(0,6) 28 (16,3) 1(0,6)
[HapynieHns HA KOMKATA A HOAKOKHATA THLKAH
Mrozo wecmu
Anonenus 67 (19,4) NA 11 (6,4) NA
O6pus’ 63 (18,3) 3(0,9) 10 (5,8) 0
Yecmu
Cyxa koxa 28 (8,1) 0 3(1,7)

064 Hapywienns 1 ¢PpekTH Ha MACTOTO HA NPH/IOKCHHE




Mrozo wecmu

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

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

AcTeHdA 27(7.8) 1(0,3) 13 (7,6) 2(1,2)
Hscneasanus

Muozo vecmu

[Moeumenn croiinocTH Ha AST | 40 (11,6) 11(3,2) 13 (7.6) 4(2,3)
Yecmu
Moeuwsenn crodinocTy Ha ALT | 30 (8,7) 7(2,0) 10 (5,8) 1 (0,6)

ALT=ananue amuuoTpancoepasa, AST=acnaprar amuoTpaHcdepasa; N/n=6poii maumenTd. NA=
HETIPUNOKHMO.

" [Ipennountanute Tepmuny (I1T) ca m36poenn cernacioMedDRA17.1.

6  Hudekuun® prnrousa Bcuukd 1T, XOHTO ca 4YacT OT CHCTEMO-OPraHHMA Kitac »AadektMH H
nudecTauu”.

s Heyrponenus® exmousa cnemuure I1T: HeyTponeHus, HamaaeH Gpoi Ha HeyTpoduInTe.
,JleBKonenns® piarousa cnegnute I1T: seBkonenus, HamaneH 6poii Ha GenuTe KPBBHH KICTKH.
LAHeMna®” srmousa caepunTe IIT: anemus, MOHIKeH xeMOrNoOHH, MOHMKEH XeMaTOKPHT.

.. TpoMGoumTonerus* snousa cnearute I1T: TpoMGoLMTONEHHSA, HaMaTeH Gpoi Ha TpOMOOLIHTHTE.
,,CroMaTuT* BKJIEOUBA ciienHuTe I1T: admoseH CTOMATHT, XEHIHT, [JIOCHT, TTIOCOAWHHA, A3BH B yCTATA,
RE3MAICHACHA JIMraBALaTa, GonKa B ycrata, opodapunreaneH auckombopr, opodapunreanta 6onka,
CTOMATHT.

3, 06pus* Brmousa cieguute I1T: oGpue, MakynonamynoseH o6pus, copbsawg 0OpHB, EPHTEMATO3CH
ofpuB, nanyno3ed 00pHB, NEPMATHT, aKHeH(OPMEH ACPMATHT, TOKCHYEH KOXKEH o0OpHB.
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OnucaHue Ha H3GpaHy HexxeNaHH PeaKlHK

Heymponenus

HeyTponenus oT KakBaTo ¥ Ja € cTeneH ce chobmasa npu 290 (84,1%) manpeHTH OT NPOYIBAHETO
PALOMA3, nomyuasau ¢ynsecTpant B xoMOMHauma ¢ nan6ouskiHOG; HEYTPONEHHS CTereH 3 ce
cpobwasa mpn 200 (58,0 %) maLmenTy, a HEYTPOTISHHS cTeneH 4 ce chobuasa npu 40 (11,6%) nauueHTH,
B pamoTo Ha dyneecTpanT ritoc ianebo (n=172), HeyTporieHHs OT KaKBATO H /ia € CTETICH Ce cpolilaBa
upu 6 (3,5 %) naurenry. Hama cuo0lieHns 3a HeYTpPOIeHHA cTened 3 H 4 B pamoTO Ha (ynBecTpaHT
nioc nnauebo.

IMpu nauwmenTH, NoMyuaBaiy (yIBECTpaHT B KOMOMHaImA C nanGouuKInd, MeaMaHaTa Ha BPeMETO A0
MbPBHS €T30/ HA HEYTPONEHHs OT KaKBaTo € /a € cTelleH e 15 AHA (qnanasoH: 13 - 512), a MenHaHaTa
Ha NPOXB/DKHTENHOCTTA Ha HEYTPOeHHs creneH > 3 e 16 nuu. QebpunHa HeyTPONEHHA ce cpobimasa
npu 3 (0,9 %) ot nauMeHTHTe, NOTy4aBally (yIBECTPAHT B KOMOHHALINA C nanbouKmb.

Coo0LIaBaHe Ha TOAO3UDAHY HEXKETAHH PEaKLHK

CBoBIIABAHETO HA TIONO3HPAHH HEXEIAHH PEAKLMH Clle] paspelaBane 3a yrnorpeba Ha
IPOIYKT € BaxkHo, TOBa MO3BO/NABE Ja TIPONBIKH HabMKOAEHHETO HA CHOTHOLIEHHCT g@tﬁ Q_c{iﬁ@&
NeKapcTBEHHA MpOAYKT. OT MEAMUMHCKHTE CIELHANHCTH CC MIHCKBA Nid cpobmagart B"cg% npp,g‘gu_p}ﬂa”
HesKesIaHa PeakLiMa Ype3 HALMOHATIHA CHCTeMA 3a ChoDllaBaHe: _f

HzanbnHHTENHA AreHIHA 110 JICKapCeTBaTa
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4.9 TIpenosupane

CpOOWEHH ca H30MMPaKH CAy4Y4ad Ha Mpeso3dpaHe ¢ (yJNBecTpaHT NpH XOpa. [lpu npenosupade ce
MpenopBUBa CHMITOMATHIHO NONABPAALIO JeueHue. [1poyuBaHuaTa BBPXY AKHBOTHH NpEANONArar, ye
HAMA JpyrH ©(EKTH OCBEH TE€3H, OTHECEHH [HPEKTHO WM WHAHPCKTHO KbM AHTHECTPOTEHHATA
4KTHEHOCT TIPH BHCOKH 103K Ha dynBecTpaHT (BX. TOUKa 5.3).

5. DAPMAKOJIOTAYHH CBOMCTBA
5.1 @apMaKOAHHAMHYHH CBOfiCTRA

dapMakoTepanesTHIHa rpyna: Exnokpuisa Tepamis, AHTHECTPOTCHH, ATC xon: LO2BAO3

MexaH#3pM Ha JeiicTBHe W dapMaKOAMHAMKYHH eheKTH

DyaBeCTPaHT € KOHKYPCHTEH aHTATOHKMCT Ha €CTPOTCHOBHTE PELENTOPH (ER) ¢ apyHUTET, CPABHAM C
To3u Ha ecrpagHon. DympecTpaHT Onokupa TpoQUYHMTE AEHCTBHA HAa CCTPOTCHHTE, Ges ma HMa
TApUMATHO ATOHHCTHYHO (ecTporeHononobHO) AeHCTRYE. MexaHH3MBT MY Ha OCHCTBHE € CBBp3aH ¢
NOHIDKEHHE Ha HHMBATA Ha eCTPOTEHpELEnTOpHUs npoTenH. KIIHHMUHKTE [IpOYYBaHHA TIpH
TI0CTMEHOMAY3ATHH )KEHH C [ThPBHYEH PaK Ha TBPATa OKA3BAT, e QyIBECTPaHT 3HATHTENHO NOHIKABA
EP nporenna npy EP No3HTHBHH TyMOPH, B CPABHEHHE C nnanefo. ChIlo Taka, HUIHIE € 3HA9HTCIHO
IOHWKEHNE HA EKCIPECHATa HA TIPOTECTEPOHOBHA PEUENTOD, KOSTO € B CROTBETCTBHME C JIANCATA HA
NPMCHIIE ECTPOreHATORHCTHYHH edexTr. ChINO Taka, HMa IaHHM, He dynsectpant 500 mg, MPUIOKEH
[PH [AUMEHTH C TYMOPH Ha IbPAATA, B YCIOBUATA Ha HEOAMIOBAHTHO JICUCHHE, NIOTHCKA CKCTIPECHATA Ha
ER u Ha Mapkepa Ha nponudepanus Ki67 B 1o-roisMa CTENEH, OTKONKOTO dynsectpant 250 mg.

Komyuuna edukacsocT 1 G¢30IIaCHOCT OpH ABAHCHDA DAK HA THPAATA

Monomepanus
Kunnuro npoyusane dasa 3 ¢ NPHKIIOYWIO OpH 736 MOCTMEHONAY3ATHH MEHH ¢ aBAHCHPAIL paK Ha

FBPAATA, ¢ PELHMAMB IO BpEME HA WIH ClE] AIIOBAHTHA CHIOKPUHHA TEPAIHi WM ¢ [POTPecHA cren
eHIOKPHHHa Tepanus 3a apaHchpano 3abonasatie. [IpoyyBaHETO BKITOYEA 423 mauWeHTEH, KOHTO Ca
MManH peuHAHB HIH NporpecHs MO BpeMeé HA AHTHECTPOreHOBA TCpanusi (AE-noarpyna) B 313
NAalKEeHTKY, KOHTO Ca HMaTH PENAMS WIH NPOrpecHs No BpEMe HA TePanud ¢ apoMaTascH HHXHOHTOP
(AH-nonrpyna). [Ipoyusasero cpaBHABA £(HKACHOCTTA H GesonacHocTra Ha ¢yneecrpant 500 mg
(n=362) ¢ Te3u Ha dynsectpant 250 mg (n=374). IIsppHuHaTa Kpa#Ha TouKa € MpEeXHBAEMOCT Ges
nporpecus (IIBI1), a Kmo4OBATE BTOPHYHM KpaHHH TOYKH 32 e()HKAaCHOCT BKJIIOYBAT CTENCH HA
obexTHeHO moenussane (COII), crenen wa wiurmaHa nonsa (CKID) u obima npexussemoct (OIT).
Pesynrature ot npoydpasero CONFIRM no OTHOWICHHE Ha eHKACHOCTTA Ca pe3FOMHpaHH B Tab/IHIa 3.

Taéanua3  Pe3stome na pesyATaTHTe MO OTHOLIEHHE HA NbPBHYNATA Kpaiina ToKa (11B1I)
H KJII0YOBHTE BTOPHYIHH KpaiHH TOUKH 3a epHKACHOCT B NPOYUBAHETO

CONFIRM

IlpoMenAuBa Meton Ha @ynpecTpant DyJapecTpaHT CpaBHeHHAE MERAY TPYNIHTE
oueHKa; 500 mg 250 mg (pynBectpant 500 mg/ gynsecrpant 230 mg)

TEpaneBTHYHO {n=362) n=374) KoeuiuenT 95% CI p-croitHOCT
cpaBHEHHE HA PHEK

B Meanana no
K-MBs
MECEIH;
KoedHunenr
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HA PHACK

Q6o 6.5 55 0.30 0.68, 0.94 0.006
BANHEHTH
-AE noarpyna (n=423) 8.6 58 0.76 0.62,0.94 0.013
-Al mogrpyna (n=313)* 5.4 4.1 0.85 0.67,1.08 0.195
oI’ Meaunana no
K-M s
MecelH;
Koeduuuent
Ha pHCK
O6mo 26.4 223 0.81 0.69, 0.96 0.016°
NalKeHTH
-AE noarpyna (n=423} 30.6 239 0.79 0.63,0.99 0.038
-AH noarpyna (n=313) 24.1 20.8 0.86 0.67, 1.11 0.241°
TpomeHnHBa Meron Ha dynpecrpant  QyABECTPAHT CpaBHEHHE MEKIY TPYHATE
OLEHKA; 500 mg 250 mg (dhyneectpast 500 mg/ ¢ynsectpant 250 mg)
TepaneBTHIHO (n=362) (n=374) AGoonyTHa 95% C1
cpaBHenHe paszuka B %
CotTr % NMALHEHTH ¢
oIl
afcomoTHa
paznnka B %
Ofmo 13.8 14.6 -0.8 -5.8,6.3
NALKCHTH
- AE noarpyna (n=296) 18.1 19.1 -1.0 -82,93
- AU noarpyna {n=205)* 7.3 8.3 -1.0 -5.5,9.8
CKI* % MALMEHTH C
KI1
abcomoTHa
pazmka B %
O6mo 45.6 396 6.0 -1,1,133
OauHeHTH
- AE noarpyna (n=423) 524 45.1 7.3 -2.2,16.6
- AW nogrpyna (n=313)* 36.2 323 3.9 -6.1,152

8 EDynBeCTpam € MnMokaiaH I1IpH NalHCHTH, KOHATO C3 HMANH peUdIHB RIH npPOorpecHa no BpeME€ Ha
anTHecTporenosa Tepanus. Pesynrature or AH-noarpyna ne ca yOennuTenHu.

S [Ipeactasenute 3a O] AakHu CA OT OKOHYATENHHTE AHANH3H 38 NPEXUBACMOCT PH roToBHocT 75%,.

» HomHHaIHa P-CTORHOCT 6€3 1a C¢ NpaBH YTOMHSBAHE 3 PAasNH4HATA IPH CPABHEHHT MEILY IBPBOHAYANHHTE
ananHaK 32 0611a NPEKHBAEMOCT [IpH FOTOBHOCT 50 % H 00HOBEHHTE aHAIN3H 3 NPERHUBACMOCT LpH FOTOBHOCT
75%.

r COTI e OLieHeRa NPy NAIKEHTHTE, IPH KOHTO € 610 BH3MONHO 1A Ce OLeHH MOBTHABAHETO HA M3XOAHO HHBO
(T.€. IPH TIALMEHTUTE C UIMEPHMO 3200NABAHE HE HIXOIHO HHBO! 24() naudenTy B rpynara Ha dyasectpant 500
mg H 261 MaUMEHTH B rpynata Ha dynsectpant230 mg).

A TlanpeHTH ¢ Hai-100po 06EKTHBHO MOBIHABAHE HA MMHJIHO NORAHABAHE, HACTHIHO [oBnHABaHE WK CTabHIHO
safonamane > 24CeMHIH.

TIBN: npexusaeMoct Ges mporpecus; COIL: crened Ha o6exTHERO moBARABane, OQ: 00EKTHBEH OTFOBOD
(nopnuasane); CKIl: cTeneH Ha KIHHHWYHA MOJI3A, KII: winpuuHa tonsa; OI: ofwa npeXHBAEMOCT; K-M:
Kannan Matiep; CI: goseputenes uutepsan; AW: apoMarasct uHxu6uTop; AE: anTHecTporeH.

Exno paHZOMH3NPAHO, IBOAHOCAIO, KOHTPOJHPAHO € npoiiHO Iw1ane60, MHOTOLEHTPOBO NPOYHBAHE
¢aza 3, c pyasectpanT 500 Mg CpAMO aHACTPO30N 1 mg, € NPOBEASHO MPH MOCTMEHONAY 3AHH HKEHH
¢ ER-mosuTuBer w/wny PgR-No3UTHBEH NOKANHO ABAHCHPAT WM METACTATHYEH pak Ha MaeYHaTa
KAe3a, KOMTO MPeJXOonHO He ¢a OHIM JIEKyBaHH ¢ XOPMOHAMHA TEPAlHi. O6mo 462 NalHeHTKH ca
PAHIOMM3HPAHH B CBOTHOWEHHE 1:1 2 MOmy4aBaT MOCJCAOBATENHO dynsecrpanr 500 mg MM
aHacTpozon 1 mg.

PaHIOMH3AUMATA € CTPATHMIMpaHa nO THOA Ha 3300N4BAHETO (1OKANMHO ABAHCH
METACTATHYEH), IPEAX0IHA XMMHOTEPAITHS 38 aBAHCHPANO 3a00MABIHE H H3MEPHMO 3abon
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[IspBAYHATA KpaiiHa TOYKa 332 e(pMKacHOCT Ha NPOYUBAHETO ¢ OLEHEHATA OT MH3CNCROBATCIA
npexussemoct Ges nporpecun ([TBIT), ouenena cpobpasHo ¢ RECIST 1.1 (Kpurepus 3a oneHKa Ha
TOR/IMSBAHETO MPH CONMIHM TyMopH [Response Evaluation Criteria in Solid Tumours]). KioyosrTe
BTOPHUHHM TOUKH 32 e(HKACHOCT BKNIOWBAT 00wIa MPEXHBAEMOCT (OIT) u creneH Ha OOEKTHBHO
noeauseane (COTI).

TTpH NalLMEeHTKATE, BKAOYEHH B TOBA NPOY4BaHE, MEAMAHATA Ha BB3PacTTa € 63 roanuu (ananaszoH 36
10 90 romusu). [lo-ronamata yact ot manueHtkute (87,0 %) ca ¢ METACTaTH4HO 3afonaBaHe Ha
usxonHo Huso. [letnecer w ner mponeHTa (55,0 %) OT MAUMEHTKATE Ca ¢ BHCLEPATHH METACTa3H Ha
H3X0ZHO HEBO. 0610 17,1 % OT NaUMeHTKHTe NPEIXORO Ca NPEMHUHAIN XHMHOTEPANICBTH ICH PUkiM
3a asaHcupano 3abonszane; 84,2 % OT NAUMEHTKHTE HMAT H3IMEPHMO sabonaBane.

CHOTBETCTBALY Pe3yATATH Ce HabMOAABAT B M0-TONAMATA YAcT OT NPEABAPHTENHO ONPEACICHATS
NOATPYNH NALMEHTKY. B mojrpynara MaudeHTKH, fpH KOHTO 3a6on4BaHeTo € OrpaHudeHo JAo
AeBuclepanHy MeracrasH (n=208), koedHUEEHTBT HA PHCK (HR) e 0,592 (95% CI: 0,419; 0,837) B
pamMoTO Ha QYNBECTPAHT, B CPABHEHHE C PaMOTO Ha aHACTPO30M. B noarpynata Ha NAUHEHTKHTE ¢
BHCOepaaHH MeractasH (n=254), HR e 0,993 (95% Cl: 0,740; 1,331) B pamoTo Ha (y/NBECTPaHT, B
CpaBHEHHE C PaMOTOHa aHacTposon. Pesynrarure 3a edbukacnoct or npoyysanero FALCON ca
npeAcTaseHH B Tabmuua 4 u durypa 1.

Ta6auua 4 PesloMe na pesyaTaTdTe 3a DHPBHYHATA KpaliHa Touka 3a eduxacnocr (IIBII)
HKAKYOBHTE BTOPHYHH KPAHH TOYKH (0LEHKA Ha H3C1ea0BaTeNd, intent-to-treat momyaanus)
— npoyusaaeFALCON

®yasecTpant 500 mg AHacTpo3on 1 mg
(N=230) (N=232)

Ipexussemoct Ge3 nporpecnn (HEI)
Bpoii chyyan Ha IIBIE (%) 143 (62,2%) | 166 (71,6%)
Koeduuuent Ha puck 3a TIBI KoedunusenT aa puck 0,797 (0,637 - 0,999)
(95% C1) u p-cToiinocT p = 0,0486
Mennana ua OB [mecenu (95% | 16,6 (13,8, 21,0) 13,8 (12,0, 16,6)
Chj]
Bpoii cryyan na OI* 67 (29,1%) 75 (32,3%)

Koepnnuenr HMa pHck 3a OIN

KoeduunenTsT 1a puck 0,875 (0,629 — 1,217)

{95% CI) u p-croiinocr p =0,4277

COII** 89 (46,1%) 88 (44,9%)
CLOTHONICHNE HA LIAHCOBETE 32 CcHl 1,074 (0,716 — 1,614)
COTI (95% CI) n p-cTofinocT p=0,7290
Menuana na I (mecens) 20,0 13,2

CKII 180 (78,3%) 172 (74,1%)

ChoTHOLICHNE HA [MIAHCOBETE 33

Obexrrpen orrosop 1,253 (0,815 — 1,932)

CKII (95% CI) n p-croiinoct p =0,3045
* (31%0T IIAHKPAHOTO BPEME Ha MpPOCIE/ABaHe) -HeOKOHHATENeH aHANN3 Ha oIl
** PM NAUHEHTKH ¢ H3MEPHMO 3abonaBaHe
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@urypal KpuBu Ha Kannan-Maiiep 3a npexnssieMoct 0e3 mnporpecus (oueHKa Ha
H3caen0BaTeNs, intent-to-treat nonyaauus)— npoy4sane FALCON

Bpeme OT paHIOMH3HpaHe (MecelH)

[ Jleuenne ——@ynpectpant 500mg (N=230) ------AHACTPO3071 Img (N=232) 4l

Bpoii Ha NALHEHTHTE B PHCK:
FULS00 230 187 171 150 124 110 96 81 63 44 24 11 2 0
ANAS1 232 194 162 139 120 102 84 60 45 31 22 10 0 0

JlBe KIMHMYHH MpOy4BaHMs (aza 3 ca MPHKIIOHHIH [PH obuo 851 mocTMeHomay3alHH XKEHH C
aBaHCHpal paK Ha rbpaarta, KOWTO ca MMAlH peLHIuB Ha 3a60JIABAHETO M0 BPEME Ha WM ClIEN
ANIOBAHTHA EHIOKPHHHA TEpanus, WIM NPH MPOrpecHs CJCA eHIOKpHHHA Tepanus 3a HampeaHanio
3abonsBaHe. CenemaeceT W cenem mpouenta (77 %) OT HM3cielBaHATa nomysjauua ca HMailH
eCTpOreHpeLenTop MO3WTHBEH pak Ha rbplaTa. [MpoyyBaHUATa CpPaBHABAT fezomnacHOCTTa H
e(hUKacHOCTTa HA MECEYHOTO NpHiaraHe Ha dynsectpanT 250 mg cpelly €xeIHEBHOTO npHiIarase Ha
1 mg aHacTpo3on (apoMaraseH yuxuburop). Karo usano, ¢y/iBecTpaHT B 1032 250 mg MecedHo €
ToJIKOBa eduKaceH, KOJIKOTO aHaCTPO30J1, MO OTHOLICHHE Ha npexxuBAeMoCT 6e3 porpecus, 0beKTHBEH
OTrOBOp M BpeMe Ha npexuBaABaHe. Hima CTaTUCTHYECKH SHATHMH PasNUKH NPH BCEKH OT TE3H KpaHHH
TOYKH 33 OLIEHKA MEXKIy JIBeTe TepaneBTHuHu rpynu. [Ibpeuinara KpaiiHa TouKa € MpeKuBIEMOCT oe3
nporpecus. KOMGMHHPAHHMAT aHa/IW3 Ha BETE MPOY BAHMUA 10KA3Ba, ye 3a00NABAHETO € MPOrPECHPAII0
npu 83 % oT nonyyasanuTe (yNBECTPAHT MALMCHTH, B cpaBHeHHe ¢ 85 % OT mONyHaBaluTe
aHACTPO30J NauueHTH. KOMOHHMpaHUAT aHANH3 Ha ABETE NPOYYBaHHA M0Ka3Ba, Y€ Koe(QUUMEeHTHT Ha
PHCK 3a IPEXKMBAEMOCT Ge3 NporpecHs npH dynsectpant 250 mg CrpAMO aHAaCTPO30 € 0,95 (95 % C1
0,82 1o 1,10). ITpu ¢ynsectpanT 250 mg 0GEKTUBHOTO MOBIHABAHE © 19,2 %, B cpaBHenue ¢ 16,5 %
npu anacTpo3osl. MeauaHata Ha BpeMETO Ha npexussBaHe € 27,4 Mecela 3a NeKyBaHHTe C
dynBecTpaHT mauueHTH M 27,6 Mecela 32 JICKyBaHUTE € anacTpo3on nauueHTH. KoeQUIMEHTHT Ha
puck 3a (ynsecTpanT 250 mg, COpAMO aHacTpo3o, Mo nokasaTess BpeMe Ha MNpeXHBABAHE € 1,01
(95 % CI1 0,86 no 1,19).

Kombunuparna mepanus ¢ narboyuxauo
Enno dasa 3, MeXAyHapoAHO, PaHAOMH3HPAHO, JIBOMHOCANO, NApaIeHO-rPY0BO, MHOTOLCHTPOBO
npoyusase Ha ¢ynsectpant 500 mg nmoc nanbouukaubd 125 mg cnpamo QyaBecTpaHT 500 mg rwoc
rutauebo e nposeneHo npH xkenu ¢ HR-nonoxuTeneH, HER2-oTpHLATEJIEH JOKATHO aBaHCHPA paK Ha
MJIEYHATA JKJIe3a, HEMOAIeKAll Ha Pe3eKLUs WM JbueTepanus ¢ neyefHa e WIH METacTaTH4eH
paKkHa MIEYHaTa ’Kje3a, He3aBHCHMO OT TEXHHA MeHONay3aleH CTaryc, unero 3abomssaHe e
mporpecupano ciejl NpEeAXofHa eHAOKPHHHA Tepanui rpH (Heo)aiOBAHTHA TEpamHka WIH
MeTacTaTH4Ho 3abonsaBaHe.
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O6mo 521 mpe-/nepu-H NOCTMEHOMAY3AMHHA KEHH, IPH KOHTO € HAaCTBIIAJIA NIPOrPecHa o BpeMe Ha
WK B PAMKHTE Ha 12 Mecena oT 3aBbpIIBAHETO Ha /0BAHTHATA CHIOKPUHHA TEparini 1iu o BpeMe
HA WIM B paMKiTe Ha 1 Mecell OT NPEAXOAHa €HIOKPHHHA TEPANKs 33 ABAHCHPANO zabonsaBane, ca
PaHAOMU3NPAHN B CHOTHOIIEHME 2:1 HA GYIBECTPAHT LIIOC naaGomskauG wiH dgyneecTpaHT MWIoOC
nnaue6o, ¥ ca cTpaTH(UUHPAHH NO IOKYMEHTHDAHA YYBCTBHTIHOCT KbM IPEXOMHA XOpMOHAIHA
TepamuA, MEHONAY3aNleH CTAaTyc [Ipd  BKIKOWBaHE B MPOYYBAHETO (npe-/mepH-CIIPAMO
MOCTMEHONAY3aMHK) M HAJHYME HA BHCUCPATHH METACTalH. I1pe-/mepiMeHOMAY3ANIHHTE KCHH
nonyuasaT LHRH aronucta rosepeimH. [famueHTd C ABAHCHPAIO/METACTATHYHO 32004BAHE,
CHMITTOMATHYHK, ¢ BHCIEPAIHO PA3NPOCTPAHEHHE, HINOKEHH Ha PHOK OT XHBOTO3ACTpALIABAUIN
YCIIOWHEHHS B KPATKOCPOYEH IUTaH (BKMIOMATENHO HAUMEHTH ¢ MACWBHH HEKOHTPOMHPaHA H37HBH
[[neBpaneH, NepuWKapheH, nepuToHeaneH], Genoxpobe nuMbanryT K Hal 50% uepHOnpobHO
jacAraHe), HE Ca OTTOBAPANIH HA YCIOBHATA 3@ BKIIOYBAHE B NPOYBAHETO.

TTanMeHTHTE MPOABIDKABAT Ja NOMY4YaBaT ONPENENEHOTO NedeHue A0 OOEKTHBHA MPOrpecii Ha
3a60/ABAHETO, BAOIIABAHE HA CHMITTOMHTE, HENPHEM/IMBA TOKCHYHOCT, CMBPT WIH OTTCIIIAHE HA
CBITIACHETO, KOSTO Bh3HUKHE MBpBo. He ce A0MycKa KPBhCTOCBaHE MEX/TY TepaneBTHHHHTE paMena.

H3xoanuTe AeMorpagekd H MPOrHOCTHYHH XAPAKTEPHCTHKY Ha [IAIIHEHTHTE B paMOTO HA tynsecTpanT
TIIrOC MANGOLMKIHG ¥ PaMOTO Ha QYABECTPAHT IUIOC MHauebo ca CXOMHY. MennaHaTa Ha BB3PACTTA
Ha MAUMEHTHTE, BKMIOYEHH B TOBA MpoydsaHe, ¢ 57 rommHu (auamasod 29 ~-88). BeB BCAKO
TepaneBTHYHO PaMO TOBEYETO OT MAlMEHTHTE Ca OT eBPOMNEHIHATA paca, HMAT IOKYMEHTHpPaHa
YYBCTBHTENHOCT KBM MPEIXO[HA XODMOHAIHA TEPAlHA W C4 MOCTMEHONAY3AIHH. [TpuGmH3ATEAHO
20 % OT MAUMEHTHTE ca Ipe-/NepHMEHONAY3ATHH. BCHYKH NAlMeHTH Ca MOMyvaBaid Mpenxoixa
CHCTEMHA Tepalliid H NOBEYCTO NanMeHTH BEB BCAKO TEPANEBTHYHO paMo ca rnonyvyasanH npeaxoicH
XHMHOTEPANEBTHYCH DEXHUM 32 CBOATA OCHOBHA JMArHo3a. MoBeue oT nosoBuHATa (62%) uMar
$ynxuMonanes craryc 0 no ckanara Ha Fi3rouHaTa kQoMepaTHBHa rpya 1o onxonorus (ECOG), 60%
MMAT BHCLEPATHH MeTacTasH, a 60% ca MONy4aBaiTd MoBede OT 1 MPpeaXoaeH XOPMOHATEH PEXHM 3a
CBOATA OCHOBHA JHArHO3a.

[TLpBHYHaTA Kpafina TOYKa Ha NPOYIBAHETO € OLCHEHATA OT H3C/Ie0BaTEI TIBGI], oiieHeHa CHIIACHO
RECIST1.1. NMoanspxamure akanmsu Ha TIBI1 ca 6asupaHH Ha HE3aBHCUMA UCHTPAIHA OUEHKA Ha
pentreHoro uscneppase (Independent Central Radiology Review). BropudHare KpaiiHH TOYKH
BITIOUBAT 0bexTuBeH oTroBop, CKI, o6wa npexwnssemoct (OIT), fe30macHOCT 1 BpeME 110 BJIOILABAHE
IpH KpafiHa Touka Gonka.

INpoyHBaHETO MOCTHIa MHPBHYHATA KPaiiHA TOUKa 33 YAB/UKABAHE HA OLCHEHA OT H3C/IE0BaTEIA bl
MpH MEXIMHHHS @HaIW3, MpoBeaeH npu 82% OT IUTaHWpaHuTe TIBYT cubuTHA; pe3ynTaTHIe
TIPEMHHABAT NPE/IBAPUTENHO ONPEACNECHATA FPAHMLIA Ha edkacuoct Ha Haybittle-Peto (0=0,00135),
JeMOHCTPHPaliKH CTATHCTHUECKM 3HAYMMO YABbmkapae Ha IIBIT i KITMHWYHO 3HATHM TCPANeBTHICH
edexr. [To-akTyanHn JaAHH 3a €PHUKACHOCT Ca IIPEACTABEHH B rabnuna 5.

Criea MeAMaHa Ha BPEMETO 3a Mpocienssane 45 Mecena, OKOHYATEIHUAT aHAMN3 Ha OI1 e wssbpuIeH
B3 0CHOBA Ha 310 cuburHa (60% oT pamnoMusHpaHuTe nanmenTd). HaGnromasa ce 6,9-MeceuHa
pasnuka B Mennarata Ha OIl B pamoro Ha nanGoluku6 Wioc GyIBECTPAHT, CPABHEHO ¢ Tmaueto
WIoc (yNBECTPAHT; TO3H Pe3YNITAT He & CTATHCTHIECKH 3HATHM NIPH TIPEIBAPHTEIHO OIPEHENIEHOTO
HEBO Ha 3HaummocT oT 0,0235 (l-crpano). B pamoro Ha mnaue6o mic dyneectpant, 15,5% ot
PAHIOMHM3HPaHHTE ALMEHTH TOTY4aBaT nanGoumst 1 pyri CDK MHXHGHTOPH (LHKIHH-33BHCUMH
KHHA3HM HHXHOHMTOPH) KATO HOCIEABALIO JieYeHHe Cel IpOrpechd.

PeayararAte oT OLEHCHMTE OT H3CIENOBATENA AAHHW 3a TTBI1 u xpaiinata OI1 OT mMpoy4YBaHETO

PALOMA3 ca npencrasenn 8 Tabmuua5. ChOTBETHHTE KPHBH Ha Kaplan-Meier ca riokasaHd Ha
Ourypu 2 1 3.
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Tabaana 5 PesyaraTu 3a edpukacnoct —npoyusade PALOMAD3 (ouenxa Ha uzcaeaoBartens,
inteni-to-treatnomynauus)

AKTYyaqH3HpaH aHANH3
(naTa Ha 3aKMYBaHe Ha 6asaTa XaHHH 23 OKTOMBPA 2015r.)
dyasecrpanT+ HaAGoNHKARG dyasecTpanT+ ILIauedo
(N=347) (N=174)
IpexueaemMocT Oe3
nporpecHst
Menpana [Meceip (95% 11,2(9,5,12,9) 4.6(3.5,5.6)
ch]
Koebuuient Ha puck (95% 0,497 (0,398, 0,620}, p <0,000001
CI) u p-croitnoct
Bropu4nn KpaiiHa Toukn*
O6extuseH oTroRop [Yo 26,2 (21,7,31,2) 13,8 (9,0, 19,8)
(95% CI)]
QOOeKTHBEH OTTOBOD 33,7(28,1,39,7) 17,4 (11,5, 24,8)
(13mepumo 3abomasane) [%
(95% CI)]
CKII [% {95% CI}] 68,0 (62,8, 72,9) 39,7 (32,3,47,3)
Kpaiina obma
npe:xupsiemocy (OII)
(Zara Ha 3aKJI0TBAHE HA
6azaTa paumn 13 anpna
2018 r.)
Bpoii ceburns (%) 201 (57.9) 109 (62,6)
Menuana [mecemn (95% 34,9 (28,8, 40,0) 28,0 (23,6, 34,6)
Chj
KoeduumenT Ha puck(95% 0,814 (0,644, 1,029)p=0,0429"'
CI) u p-croitoct!

CKII=creneH Ha KnuHH4HA 0034, Cl=nosepaTeneH Hutepsan; N=0poi nausenTn; OR=06eKTHBEH OTTOBOR;
PeayaTaTnTe OT BTOPHUYHHTE KpaliHH TOMKH ¢a BL3 OCHORA Ha MOTBLPACHH H HENOTREPACHH OTrOBOPH CEIIACHO
RECIST 1.1.

* Bea cTarUCTHIECKa FHATHMOCT

*1-crpanna p-cTOHHOCT OT NIOTAPHTMHYHKEA TECT, CTPaTHQHUMPAH 32 HANHYME Ha BHCLEPATIHH METacTasH H
4yBCTBHTEIHOCT KbM NPEAXONHA ¢HAOKPUKHA TEPANus, N0 paHAOMH3aNH.
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®urypa2 Kpusu na Kaplan-Meier 3a npexussemocTt fe3 mnporpecHs (OUEHKAa Ha
n3caenosaTensi, intent-to-treat momyaaumsi) —npoyusane PALOMA 3 (nata Ha
3aKJI0YBaHe Ha 6a3aTa Janau 23 oktomBpu 2015r.)

100 nan6ounknub+dgynsecTpaHr
901 nnauebo+dynsecTpaHT
80
707
60
50
407
30
. N
L * = =)
10 |
- |
1 U 1 1 I 1 T 1 T 1 1
0 2 4 6 8 10 12 14 16 18 20 22
BEpo# nauueHTH B PUCK Bpeme (Meceu)
PAL+FUL 347 276 245 215 189 168 137 69 38 12 2 1
PCB+#FUL174 112 83 62 51 43 29 15 11 4 1

FUL=¢ynsectpant; PAL=nan6ounknu6; PCB=nnaue6o.

HabmonaBaH € HaMalleH PHCK OT Iporpecks Ha 3a00/ABaHETO WM CMBPT B paMOTO Ha (ynBecTpaHT
[150C NANGOLMKIHG BbB BCMYKH OTAETHH IOATPYITH NAHEHTH, Ae(pMHHPAHH N0 CTPATHYHKALMOHHHTE
(GaKkTOpH W M3XOMHHMTE XapakTepHcTHKH. ToBa € BHIHO NPH npe-/nepumenonaysanuu xerd (HR
0,46[95 % CI: 0,28; 0,75]) u noctmetonay3anuu xenu (HR 0,52 [95 % CI: 0,40; 0,66]), 1 nalHeHTH C
BHcLiepanHO MeTacraTuuHo 3abonssane (HR 0,50 [95 % CI: 0,38; 0,65]) ¥ HeBHCUEPATHO
MetacTatuuHo 3abonspane (HR 0,48 [95 % CI: 0,33; 0,71]). [lonza cbIo € yCTaHOBEHA HE3ABHCHMO
OT IMHMHUTE Ha MPEAXO/HA Tepanus B CJTyYail Ha METacTa3, HE3aBHCHMO N1 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]), wu > 3 nuauk (HR
0,59 [95 % CI: 0,28; 1,22]).

=
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Kpusu na Kaplan-Meier 3a 06a npexnBsieMocT (intent-to-treat monyaaums) —
npoyusane PALOMA3 (naTa Ha 3aKJ1K04BaHe HA Gasata aanun 13 anpua 2018 r.)

100 ——— nabGnoyuknub+gynsecTpanT
901 — — nnayeGo+pynsecTpanT

BeposTHocT 3a o6wa npexusaeMoct (%)
3

40
301
20
101
0-
1 1 1 1 i I 1 T 1
0 6 12 18 24 30 36 42 48 54
Bpeme (Meceu)
Bpoi NnayneHTH B PHCK
PAL+FUL 347 321 288 247 209 185 148 126 17
PCB+FUL 174 155 135 115 86 68 57 43 7

FUL=¢ynsectpant; PAL=nanGouuknut; PCB=nnauebo.

JIob/THHTEITHY M3MEPHTENH 32 epukacHOCT (0GEKTHBEH OTrOBOP M BpEME 110 TYMOpEH OTr0BOp),
OlIeHeHH B MOATpyNaTa NALHEHTH CbC K 0e3 BUCUEpaTHO 3a6onasane, ca nokasauu B Tabmuua 6.

Tabauua 6 Pe3y/iTaTH 32 eHKACHOCT MPH BHCLEPAIHO H HEBHCUEPATHO 3abonaBaHe OT
npoyusanero PALOMAS3 (intent-to-treat nony.Jiauus)

Bucuepaauo 3afoansaHe HesucuepaJHo 3abojanaBaHe

@yaBecTpPaHT dyaBecTpaHT @yasecTpaHT dDyaBecTpaHT
Mk naroc nauedo niKe nakc nauebo
naaGouHKIn0 (N=105) naatouHKIHG (N=69)
(N=206) (N=141)
iO0eKTHBEH OTTOBOP 35,0 13,3 13,5 14,5
[%o (95 % CI)] (28,5;41,9) (7,5;21,4) (8,3;20,2) (7,2; 25,0)
Bpeme 10 TYMOpeH 3,8 54 3.7 3,6
TroBOP,
enqHaHa [Mecenn (3.5;16,7) (3,5; 16,7) (1,9; 13,7) (3,4;3,7)
AHAnAa3oH)|

*Pe3y/TaTH 3a OTFOBOP, OCHOBAHU Ha MOTBBLPICHH H HENOTBBPACHH OTFOBOPH.

N=6poii nauuentH; Cl=10BepHTEICH HHTEPBA.

CpoBIIeHHTe OT NALMEHTHTE CHMITTOMH €2 OLIEHeHH Ype3 U3M0N3BaHe Ha BBIPOCHHKA Ha EBporeiicka

OpraHu3alMA 3a W3CIeBaHe H JIEYECHHE Ha pakKa (European Organiz
of Cancer, EORTC) 3a kauecTso Ha xusot (quality of life questionnarie,

ation for Research and Treatment
QLQ)-C30 u HeroBus MOIY

3a pak Ha MineyHara xiesa (EORTC QLQ-BR23). O6uwo 335 nauyeHTd B paMoTO Ha ¢ynBecTpaHT
nmoc nanGouuknMé ¥ 166 nmauMeHTH B PaMOTO Ha (y/IBECTPAHT IUIFOC mwanebo ca MOMBIHHIN
BBIPOCHHKA HA H3XOJHO HUBO M TIPU MOHE e/IHO MOCELIEHHE CIEe H3XOLHO HUBO.

BpeMeTo [0 BIOLIABAHE € MPEABAPUTE/IHO OMPEIENICHO KaTo BPEM
[TbpBATA N0ABA Ha yBenu4yeHne > 10 TOUKH CrpAMO H3XOIHOTO HHBO B
JloGaBAHeTo Ha NanGOUMKING KbM (y/BECTPAHT BOIM 110 NION13a MO OTHOLICHHE HA CHMIITO!
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3HAYHTENHO YARDKABaHEe Ha BPEMETO 0 RIOLIABAHE HA CHMITOMA 60/IKa B CDABHEHHE C dynsecTpadT
moc nateGo (Meanana 8,0 meceua cipamo 2,8 meceua; HR 0,64 [95 % CI: 0,49; 0,85]; p<0,001).

Egbexmu 86pxy NOCMMEHORAY3ANRUS HOOMEMPUYM

TIpeIKIHHMIHNTE JAHHH He TNPEANojarar CTHMYTHpail e¢ekT Ha ¢QynBecTpaHT BBPXY
NOCTMEHONAY3AIHAA eHpoMmeTpuyM (Bk. Touka 5.3). JIBycenamutuHo npoydsane [pd 3ApaBH
OCTMEHOTIAY3AIHH XEHH AOBpOBOILY, feKyBany ¢ 20 ug eTUHWACCTPANHON JHEBHO, [I0KA3Ba, 96
npenBapHTenHa Tepanus ¢ $yIBeCTPaHT 250 mg BOAM A0 IHAYMTENHOC MOHIKEHA CTHMYJAlHi Ha
TOCTMEHONAY3ANTHAA SKAOMETPHYM B CPABHERNHE C NPE/BAPHTEHO TPETHPaHE C TALeGo, yCTAHOBEHO
qpe3 yNTpasByKOBO H3MepBaHe Ha AeDelMHaTa HA EHIOMETPHYMA.

HeoamioBaHTHOTO IEYEHHE ¢ NPOALDKUTEIHOCT A0 16 ceMHIH, NPH NAUKEHTKY C paK Ha MBPAATa ¢
dynsectpant 500 mg win dynsectpant 250 mg, He BOAH N0 3HAYMMH MPOMEHH B IebenuHara Ha
EHIOMETPUYMa, KOETO TOBOPH 33 JHIca Ha aroHu3bM. Hsima JaHHM 33 HEXEJaHH PCAKIMH TO
OTHOIUGHHE HA EHJOMETpHyMa, NpH Mpoy4YBaHWTE MALMEHTH ¢ paK Ha rbpAaTa. Hama paHHM 10
OTHOIIEHAE Ha MOP(ONOrHaTa Ha €IHOMETPHYMA.

Tlpu nABe KpaTkocpoued npoywsammsa (1 u 12 CEeIMHIM) MpH MPEMEHONAY3ATHH MAalHCHTKH C
NoOPOKAYECTBEHO THHEKOOTIMHO 3a00nABaHe, MEKEY IPYNUTE Ha dynsectpanT K wianebo He ca
HabIONaBaHH 3HAYHMH PaziHKY B eXorpadcKa mMepeHara AcGeiHHa Ha CHAOMETPHYMA.

Epexmu evpxy xocmume

HsMa ABITOCPOYHH KIHHHYHH JAHHK 33 edeKTa Ha (yNBECTPaHT BBPXY KOCTHTE. HeoaaoBaHTHOTO
neYeHHe C MPOABIKHTENROCT 10 16 CeIMULM, TIPH NALKMEHTH C pax Ha rbpAaTa ¢ ¢ynsecrpauT 500 mg
HIH dynpecTpaHT 250 mg, He BORH O KIMHHYHO 3HAYHMH NPOMEHH B cTOHHOCTHTE Ha CEPYMHHTE
MapKep¥ Ha KOCTHUA THPHOBBP.

[MenuarpHysa oIy NalMs

dyneecTpaHT He € NoKasaH 3a ynorpeba npy meua.

EBponeiickarta areHIMA MO JICKAPCTBATA OCBOOOXIABA OT 3aIb/DKCHHETO 33 MPENOCTABAHC HA
PE3YJITATHTE OT NPOYYBAHHATA C (YNIBECTPAHT BHB BCHUKH MOATPYITH HA MEAHATPHYHATA NIOMy AatHi
33 pak Ha repiata (Bx. Touka 4.2 3a MHGOpMaLHd 0THOCHO MexHaTpHHaTa ynotpe6a).

OtkpuTo MpoyuBane asa 2 mpociennsa Ge3onacHoCTTa, epukacHOCTTa H tapmMakOKHHETUKATA HA
¢ynsectpanT, Npy 30 MOMHYETA Ha BB3pacT oT 1 RO 8 roamun, ¢ IPOTPECHBEH NMPEKICBPEMEHEH
nyGepreT, CBBP3aH ChC CHHApoM Ha McCune Albright (MAS). IlennarpuyHuTe TAUMEHTH Ca
nonyuaBany 4 my/kg MecedHA MHTpaMycKynHa no3a ¢ynsectpadT. ToBa 12-MeceqHO HpoyYBaHe €
npocneauno Habop ot KpalHu TodKM Ha MAS M noka3sa pefynupaHe WecTOTaTa Ha BariHAIHO
KBPBEHE, U PEMYUHPAHE CKOPOCTTA HA YBEJIMYABAHE HA KOCTHATA BB3PAct. Haii-nnckure TazMeHd
KOHIEHTPALMM Ha (yNBECTPAaHT B CTANMOHAPHO CBHCTOAHME MpH N€Ua B TOBAa MpoyHuBaHe ca
CHH3MEPUMH ¢ Te3n npH BBIpacTHH (Bx. Touka 5.2). Hama nosu chobpaxerns 3a 6e30nacHOCTTA,
BB3HMKHAIH B PE3yATAT Ha TOBA MAJIKO Mpoy4BaHe, HO BCE OIS HE ¢a HAaNMIHH 5-roAMIIHUTE JAHHH.

5.2 (DapMaKOKHHETHIHH CBOHCTBA

AOcopbims
Creq NpUIOKeH#e Ha TbAroAcHCTBAIIAA (Gy/IBECTPAHT KATO HHTPaMYCKYTHA HEDKCKLH, ¢$ynpecTpaHt
ce pesopbupa 6apHO, A MAKCHMATHHTE NAA3MEHA KOHLCHTPALHHA (Cuunx) C€ HOCTHTAT CIIEL OKOJTO 5 HH.
TMpn npunoxkerne Ha gynpectpanT 500 mg, owe Npe3 NLPEHUA MECEL €& AOCTHIAT €KCIIQ3HLIIH, PaBHH
Ha WTH GIH3KH J0 Te3H, MPH CTAUMOHAPHO ChCTOAHKE (cpefHn [CV]: CHOTBETHO AUC 475 [33,4 %]
ng muwml, Cmax 25,1 [35,3 %] ng/ml, Crin 16,3 [25,9 %] ng/ml). [Tpn cTaUMOHAPHO CHCTOAHME,
NNa3MeHaTa KOHLEHTpAlMA Ha (yfBeCTpaHT ¢ TOLIBPXKA B CPABHHTENHO TeCeH IHAMasoH, ¢
rpuGIHM3UTENHO A0 3-KpaTHa pa3fiuka MeXIY MaKCHMATHUTE H Half-HUCKHTE KoHueHTpaimu. Cnen
HHTPaMyCKYITHO TIpHIOKEHHEe, CKCIO3HIMATA & OpuOTMIKTENHO TPONOPUHOHANHA Ha No3aTa B
ao30BHA Auana3on ot 50 xo 500 mg.
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PaznpenencHue

®ynpecTpaHT uMa GBP30 U IIMPOKO pasnpeaeneHue, [oNeMHAT NPUBHICH 00EM Ha pasnpelenenue
(Vdss) NpH cTaUMOHAPHO CHCTOAHME - NpubnusuTenso 3 1o 5 I/kg, npennonara, Ye pasnpeleNcHIeTo e
IaBHO €XcTpaBacKynapHo. ®yneecTpaHT ¢e csbp3Ba B rodaMa crened (99 %) c mwrasmeHHTe
npoTeHHH. JIMNONPOTEHHNUTE ¢ MHOTO Hicka IWIbTHOCT (VLDL), manonpoTesHuTe ¢ HUCKA IUIBTHOCT
(LDL) 1 AHTIONpOTEMHHTE ¢ BHcoKa WIbTHOCT (HDL) ca rnaBHWTe CBBpP3BAlld KOMIoHeHTH. He ca
NPOBEACHH TPOYUBAHHA 33 B3auMO/CHCTBMS Ha KOHKYPEHTHO CBBD3BAaHE KbM MpoTemHu. He e
OTIpEICNIEHA PONIATA Ha CRHP3BallHA TON0BHTE XOpMoHH robynuH (SHBG).

BuorpancdopManing

MertabomusMbT Ha (yJIBECTPAHT HE € YCTAHOBEH HAITRAHO, HO BKMNOYBA KOMOWHALHH OT HAKONKO
BB3IMOKHK IOHETHINA HA OGHOTpaHcOpMaLMA, AHATOTHYHH HA TE3H NPH E€HOOTEHHHTE CTCPOHAH.
HnentuduumpanuTe MetaSonuT (BKAounTeNHO 17-keT0, cyndon, 3-cyadar, 3- 0 17-TOKOPOHHAHH
MeTabONHTH) Ca HIH MO-MAIKO AKTHBHH, WM TIPOSABABAT CXOJHA HA (Y/BECTPAHT aKTHBHOCT NpH
AHTMECTPOTEHHHTE Monend. JIpoy4BaHMsTa, M3ION3BALIM MPENAPaTH OT HOBEINKHM “epeH Apob W
pexOMBUHAHTHH YOBELIKH €H3HMH rokassar, ye CYP 3A4 ¢ enuncTeenuaT P450 H30eH3MM, BIIOUEH
B OKCHZ2IHATA Ha ynBecTpanT. Bee nak marnex[a, 4e ApyrH II5THINA, KOHTO He ¢a cBbpsaty ¢ P450,
JOMHHHPAT TIOBeYe in vivo. In vitro DaHHWTe MpeAnonarat, 9e ¢ynpectpanT He HExHGHpa CYP 3A4
H30EH3HMHTE.

EnyMUHHpaHe
@ynBecTpaHT Ce eMMMHHEpPA FAaBHO nol dopmaTa Ha MeTaboauTH. OCHOBHHA IBT Ha EKCKPEIHA €

ypes delleca, ¢ mo-Manko ot 1 % ekckpeuus B ypHara. OyIBECTPAHT HMa BHCOK KnupBHC, 11 + 1,7
ml/min/kg, npeanonarall BUCOKA CTeNeH Ha YepHOApOOHA eKCKpelia. TepMHHATHMAT NOMYXKHBOT
(t'4), cen MHTPaMyCKYJTHO TIPUIIOXKEHHE, Ce ONpeaeNs OT ckopocTTa Ha abcopOLMs U ce OLeHABa Ha
50 nHA.

Creyugnnu nonviayuu
TIpu nonynauMoHeH hapMaKOKMHETHYEH aHATH3 HA JaHHH OT NpOyuBaHHA (a3a 3 He Ca YCTaHOBEHH

PAIHKY BBB APMAKOKHHETHUHUA PO HA BY/IBECTPAHT NO OTHOLICHUE HA BB3PAcT (AranasoH 33
1o 89 roguun), terno (40-127 kg) nmu paca.

Bubpeuno yepescdane
Jleko 10 yMepeHO HapylleHHe Ha ObOpeuHata QyHKIMA HE MORNHABA (apMakOKHHETHKATAa Ha
GyJIBECTPaHT JO KIMHAYHO 3HAYHMA CTEIEH.

Yeprodpobho yepesxcoane

dapMakoKHHeTHKATa Ha (YJIBECTPAHT € OLICHSHA B XJIMHMYHO IMPOY4BaHE C SAHOKpAaTHA 1033 NpH
’EeHH C JIeka 0 yMepeHa yepHoapobHa negocrarsasoct (knac A u B no Child Pugh). IMpanoxena e
HHTPaMYCKYJIHO BHCOKA 1033 C KpaTKOTpaiino ebBex/aHe. HabmonasaHo € 10 2,5 TBTH NOBHILCHHE
Ha AUC IIp# JKeHH ¢ YepHOAPOGHO YBpEKLaHe, B CPABHEHME Che 3ApaBH JMUA. [Ipyu nauHenTH, Ha
KOHTO € MPHAoKEH (yNBeCTpanT, noxobHo MOBHIIERHE Ha eKCTIO3HIIATA ce OuaKkea Aa 6vne nobpe
Tonepapano. Jenn ¢ Texxa yeproapoSua HenocrarbyHocT (knac C no Child Pugh) He ca oneHABAHH.

Heduampuuna nonyrayus

{apMaKOKHHETHKATA HAa (YNBECTPAHT € OLEHEHA B KIMHWYHO NpOy4BaHe, mpopeleHo npu 30
MOMHYETa ¢ [POrPECHBEH MpexAeBpeMeHeH ryfepTeT cBBp3aH Ch¢ cuHIpom Ha McCune Albright
(MAS) (Bx. Touxa 5.1). [TennarpiurnTe nauuenTy ca GHAW Ha BB3pacT Mexay 1 ¥ 8 TOIHHH, H Ca
nonydapand 4 mg/kg MeceuHa MHTpaMycKyjHa fo3a ¢ymsectpadT. CpegHata reoMeTpHYHA
(CTAHIAPTHO OTKIOHEHHE) Hali-HUCKA KOHUEHTPALHA {Cuminss), B CTALOHApHO cheTofnme B AUC, ca
6unn croreetHo 4,2 (0,9) ng/ml u 3 680 (1 020) ng*ht/ml. Benpexy, ue ¢pOpanure AaHHA ca
OTpaHyYeHH, HaH-HACKHTe KOHUEHTpALUMH Ha (yNBECTPAHT B CTALMOHAPHO CBCTOAHHC TIPH Aelia
H3TTIeXKAA Ca CHH3MEPHMH C TE3H HPH BE3PACTHH.
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5.3 TlpeaxaunuduHH JaHHH 32 Oe300aCHOCT
OcTpata TOKCHIHOCT Ha (YNIBECTPAHT € HHCKA.

OynsecTpanT 250 Mg MIKEKUHOHEH pa3TBOP H Ipyryre ¢dopMH Ha GyNBECTPaHT C€ NOHACAT aoope
TIPH KMBOTHHCKH BMJIOBE, M3MON3BANW TP NpOy4Banud C MHOTOKpATHO Tpunarate. Cuuta ce, 4
NOKAJIHUTE PEaKLHH, BKIIOUHTENEO MHO3MT H 00pa3yBaHe Ha rpaHyoMH Ha HHMEKIMOHHOTO MSACTO,
Ce /ibJDKAT HA HOCHTEJIS, HO TEXEeCTTa Ha MHO3WTa IPH 32l HapacTsa C {yneecTpanT, B CPABHEHHE C
KOHTPOJNMTE Ha (YM3MOIOrMYeH pasTBOp. Tlpy npoyuBaHWATA 32 TOKCHHHOCT ¢ MHOrOKpATHH
HHTPaMYCKYTHM 03U Ha (hYJBECTPAHT NPH IUTEXOBE W KyUeTa, AHTHECTPOTEHHATA AKTHBHOCT Ha
dyNBECTPAHT € OTrOBOPHA 3d II0BSHETO etbexTH, 0coGeHO BBPXY KEHCKATa PEMPOAYKTHBHA CHCTEMA,
HO CBILO ¥ BbPXY JAPYTH UyBCTBHTEIHH Ha MONOBATE XOPMOHH OpraHH H fipH 1Bata nona. IIpy HAKOH
Ky4eTa, C1el TbAroCpOYHO NPHIOKEHHE {12 Mecena) B pa3IHYHH THKAHH, € HabmoaaBaH apTepHAT.

[Ipi NpOY4BAHWA BEPXY Kydyera, Clel NEPOPATHO W HHIPABCHOIHO APHIOKEHHE, €A YCTAHOBCHH
eexTH BLPXY CBHPACSYHO-CHAOBATA CHCTEMA (neka enesauya Ha S-T CEMCHTA Ha EKTI" [nepopaino
MpUIOKEHHE] M CHHYCOB apecT IpH €IHO Kyde [nurpaserHo3uo]). Te ce Habmiogapar TpPH
CKCIO3HIHOHHH HUBA TI0-BHCOKH, OTKOAKOTO NpH NAuieHTHTE (Cmax > 15 nbTH), U BEPOATHO ca C
OrpaHHHEHO 3HAUEHHE 32 CHIYPHOCTTA IIPH X0pa, NPH Tphliarate Ha KIMHHYHA 1034,

cD}".l'lBe(;TpaHT HAMA FeHOTOKCHYEH NIOTEHTHATL.

dynpecTpaHT 1okasBa edeKTH BBPXY PEMpOAyKUHATA H emMBpHO/peTATHOTO PAIBHTHE, KOUTO Ca B
CHOTBETCTBYE C HETOBATA AHTHECTPOrEHHA AKTHBHOCT, B JO3H CXOMHH ¢ KITHHHYHATA. I[Npu IBX0BE,
ca HAGMIOMABAHK OGPATHMO MOHIKEHHE Ha JKeHCKara QepTHTHOCT 1 MPEKHUBIEMOCT Ha eMOpHOHa,
AMCTOKHS ¥ yBEIHHEeH pucK OT (eTalHH aHOMANTHH, BKIIOUHTENHO HA Tap3anHaTa craa. 3aium, Ha
KOMTO € AaBaH (y/IBECTPAHT, HE 3aIbpKaT GPeMEHHOCTTA. Jabena3aHy ca YBeJIHUCHHE Ha TErnoTo Ha
[IaNEHTaTa ¥ IOCTHMILIAHTALMORHA 3aryGa Ha deryca. FiMa yBenuieH puck ot ¢eTannu BapualiH
npy 3afiuy (M3MECTBaHe Hazax Ha Ta30BNA NPLCTER U 27 npecakpaneH Hpenmne).

JIBYTOAMIIHO MpOYYBaHE 3a OHKOrGHHOCT MPH TUIBXOBE (HHTPaMyCKyNTHO TIPHIOKEHHS Ha
dpynBecTpaHT), IOKa3Ba yBENMICHA YECTOTa HA [0GpOKaYECTBEHH ANYHUKOBH TPaHyIO3HO-KICTHHHA
TYMODH TIPH KEHCKH ILUIEXOBE, [IpX BUCOKATA [032 10 mg/mabx/15 OHU M yBEnHM4YEHa YECTOTA HA
TecTuxynEn JIaiQMrOBM TyMOPH OpH MBXKMTE, B IBYrOIMIIHO IPOY4BAHE OpH MHIOKH 3a
OHKOTEHHOCT (¢ €XKEIHCBHO MEePOPAIIHO MpHNOXKEHHE) CE YCTAHOBABA MOBMIUEHA HecToTa Ha
OBApHATHH CTPOMATHM TYMODH OT IIONIOBH BbPBH (xaxTo 10OpoKaueCTBEHH, Taka 1 3MOKaYECTBEHH),
npu ao3u of 150 u 500 mg/kg/nHepHo. Ha HHBOTO, IPH KOETO HE €€ yCTaHOBABA ediekr 3a Te3n
HAXOJIKH, HEBaTa Ha chucTemna excnosuuns (AUC) ca qpuGIu3nTenye 1,5 NBTH OT OYAKBAHUTE HURA
Ha EXCTIO3HLIHA MPH XOpa, [IPH HEHCKHTE NABXOBE, ¥ 0,8 MHTH MPH MBIKKUTE [LTBXOBE, a TIPH MHITKH
— npubmusurenno 0,8 ITHTH OYAKBAHHTE HUBA HA CKCIOSHLMA TPH XOpa, W TpH KEHCKUTE, H TPH
MBJKKHTE MELIKM. HHIYKLMATA HA TAKHBA TYMOPH ceé IbIKH Ha (apmaxosorydHo 00yCHOBEHUTE
EHIOKPHHHH TIPOMEHY [0 MEXaHHM3Ma Ha 06paTHaTa BPB3Ka HA HHBATA Ha FOHANOTPONHHHETE, IBKAILH
ce HAa AHTHECTPOTEHWTE MpH KMBOTHHTE ¢ ecTpyc. ETo 3amo, ce CMATA, HC Te3d HAXOIKM HAMAT
OTHOUIEHHE KBM MPHIOKEHUETO Ha ByIBEeCTPAHT IIPH MOCTMEHOIAY3A/IHHA KCHE C HANpPEOHAN PaK Ha
repaaTa.

O1ieHKa HA PUCKA 3a OKQIHATA CPENa (ERA)
TTpoy4BaHHs 32 OLEHKA HA PHCKA 33 OKOJIHATA CpeNa IeMOHCTPHPAT, Y€ PyIBECTPAHT NOTCHUHATHO
MOKe Ja IPHUHHH HeXeaHH edexTy BHpXy BOAHATA OKOMHA Cpesa (K. Touka 6.6).

6. ©HAPMAIEBTHYHH JAHHH

6.1 Cnuchbk H3 NOMOIIHATE BelIeCTBA
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Eranon (96 npoueHTa)
Ben3nmos ankoxon
Benzunbensoar

PHUHHOBO Macio, padyHHHPAHO

6.2 HecHBMECTHMOCTH

Ipr nunca Ha NpoyYYBaHHA 33 HECHEMECTHMOCTH, TO3H JIEKapCTBEH NPOAYKT He TpabBa na ce cMecha
€ APYIH ACKapCTBEHH TIPOIYKTH.

6.3 Cpok Ha rogsocT

2 TOOHHH

6.4 Cuoensaasn yC/A0BHsS Ha chLXpaHeHHe

Ja ce chxpaHaBa H TPAHCTIOPTHPA B Xxnagunauk (2°C - 8°C).

TeMIepaTypHH OTKIOHEHHA H3BBH Auanasosa 2°C - 8°C Tpabea ga ca orpaHHYeHH. BKIFOYHTEIIHO,
TpaOBa Ha ce W30ATBa ChXpaHeuHe IpH TeMIepaTypH, Hagsuiasay 30°C, kakTo H ChXpaHeHHe 3a
nosede ot 28 nHH NpH cpexHa Temmneparypa noxp 25°C (uo mHag 2°C - 8°C). Cien epeHTyamHH
TEMIIEPaTYPHA OTKJIOHEHHS, MPONYKTHT He3abasHo TpaOBa Ja ce BEPHE KbM NpPenOpbLIHTEIHHTE
YCMOBHS HA ChXpaHeHMe (Ha Ce CbXpaHsBa W TpaHCoprHpa B xmagunnuk npu 2°C - 8°C).
TeMnepaTypHHTE OTK/IOHEHMA HMAT KyMynaTuBeH e(ekT BBPXY KauecTBOTO Ha Npoaykra u 28-
IDHEBHUAT NEPHOX He TpAGBa Aa Ce HAIBHIUABA Mpe3 2-TOOUIIHHA CPOK Ha rogHocT Ha QyaBecTpaHT
Axopn (Bx. To4ka 6.3). Hanarane Ha npoaykra Ha TeMrneparypH nog 2°C HAMa Ja My HaBpeH, CTHIa
Ia He ce CEXpandABa nof - 20°C.,

IMpenBapuTenHO HATBIHEHATA CIPHHLOBKA Ja ¢ CBXPAHABA B OPHIHHAJTHATA ONAxOoBKa, 33 Ja ce
npeanasd oT CBETIHHA.

6.5 Bua M chIbLpKAHHE HA ONAKOBKATA

KOMIUTEKTBT ¢ IPEABAPUTE/IHO HAITEIHEHATA CIIPHHIIOBKA CBABPKA:

[lpospauna, creknena (kjiac I), NpenBapuTeNHO HANTBJIHEHA CNIPHHIIOBKA CHC cTonep M OyTano,
cHab/iena ¢ npeanassaiu o1 ammudUIpane HAKPAHHUK, ChABPKAIA 250 mg ¢dynsecTpaHT B 5 ml
pasTeop.

Ocwurypena e o6eszonaceda urna (BD SafetyGlide®) 3a cebp3BaHe ¢ TAIOTO Ha COIPHHLOBKATA.

dyneectpanT AKOpa 250 mg/5S ml MIKeKIHOHEeH PasTBOP B HPENBAPHTEHO HAITBIHEHA CIIPHHIIOBKA
ce TIpedyiara B OMakoBKa, CBIBPRKAMA 2 TIPS/BAPHTEIHO HATBIHEHH CIPMHIIOBKH.

6.6 CnennajaHM NpeATa3HH MEPKH NPH H3XBLpIsHE H paGoTa
HHCTpyKIMH 34 NPHAQKEHME

BuuManue - npeaH ynotpeba ve crepunnsupaiite obesonaceHaTa Uriia B aBTOKNaB. BB BCEKH eIHH
MOMEHT N0 BpeMe Ha paboTa ¢ MIJIaTa M NPH U3XBBPIIAHETO I PhUSTe TPaOBa Ja 0CTaBaT 327 Hex.

CIIpHHILIOBKHTE C€ JIOCTAaBAT ¢ obesonaceHa urna BD SafetyGlide®.

3ABEJEXKA: Iopans GnH30¢TTa Ha [MO/IEXAINKMA CeaalMIneH HepB, Heo0XoauMo ¢ BHHMaHHe NpH
npunarate na GynpecTpasT AKOpPA B AOP3OTIyTeanHaTa 06macT (BK. Toqka 4.4).
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3a BcsiKa OT ABETE CIIPHHIIOBKH:

- BHuMaTEeIHO U3BaJETE CTHKJIEHOTO TAJIO Ha Ourypa 1

CMPHHLIOBKATa OT KyTHATA ¥ [IPOBEPETE Al HE €
TOBPEICHO. (%]:}E

- 3apbpTeTe MIacTMacoBaTa Kanayka Ha npeanasuTe/IHus
HaKpaiHHK, ocTaBeH BbpXy Luer KOHeKTOpa Ha
CNIPMHLIOBKATA, 10 OTCTPaHsABAHE Ha Kanaykara ¢
TpHKpeneHaTa rymMeHa 3amyianka (Bx. @urypa 1).

gd

- OTcTpaHeTe BHHIIHATA OMAKOBKa Ha obe3onaceHara ®durypa 2
urna (BD SafetyGlide). 3akpenere obe3onaceHara uria e
kbM Luer koHekTopa (BxK. @urypa 2). Cﬁr—_‘%l_ﬂ%;—)
- 3aBbpTETE [0 3aK/I0YBAHE Ha WriaTa KbM Luer
KOHEKTOpa. 3aBbPTaHeTO € 10 HEMOABHIKHO
3aKperBaHe.
- W3abpnaiiTe npeAna3uTeisa Ha UIiaTa npaBo Hanpen, 3a
1a HE YBpPEUTE BbpXa .
- JToGnuxeTe CNpUHLIOBKATA 10 MACTOTO Ha
MPHJIOXKEHHE.
- OTcTpaHeTe NpeanasuTelis Ha Mriara.
- [pean npunokKeHHE NapaHTEPATHUTE PasTBOPH TpabBa
Ja ce MpOBEePAT BH3YaHO 332 BUAMMH HYaCTHLH 1
MPOMSsiHA B LIBETA.
. H3rosere W3NMIIHKA Bb3YX OT CNIPHHLIOBKATA.

- I[Tpunoskere 6aBHO HHTPaMYCKy.HO (1- Qurypa 3
2 MHHYTH/MH3KEKLHS) B CeIHLIeTo. 3a y100CTBO Ha

npuiaralys HHKEKLUATa, CKOCeHaTa CTpaHa Ha urjara (%:-%

€ OpHEHTHPaHa KbM JIoCTHeTO (BXK. Durypa 3).

- Crnea MH)KEKTHPaHETO, He3a0aBHO aKTHBHpaHTe
npeanasHMis MEXaHH3bM, KaTO HATUCHETE JIOCTYETO,
JI0KaTO BBPXBT HA MITIATa He ce MOKpHE (BiK.
Qurypa 4).

3ABEJIEJKKA: Ilpu akTHBHPaHETO He HAcO4BaiiTe
HIrJaaTa KbM cede cH WM KbM JIPyrH Xopa.
H3uakaiiTe 1a uyeTe LPAKBAHE H NOIJIeHETe 1aJIH
BLPXBT HA HIJIATA € HAN'LJIHO MOKPHT.

H3xpbprasHe
[MpeaBapuTENHO HABJIHEHUTE CIPHHLIOBKH Ca NMPEJHa3HAYEHH caMo 33 eZIHOKpaTHa ynotpeda.

ToBa nexkapcTBO MOXK€ Oa MNPEACTaBIABA PHCK 3a BOJUTE B OKOJIHaTa cpena. Heuznon3saHUAT
JIeKapCTBEH NPOAYKT HIIH OTnaab4yHUTE MAaTEpHAIH OT HErO TpﬂﬁBa Jia ce U3XBBPJIAT B CBOTBETCTBHE C
MECTHHUTEC M3HUCKBaAHHA.
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7. MPHUTEXATEJ HA PASPEUIEHHETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z 0.0.,
ul. Tasmowa 7, 02-677,

Warszawa, Mazowieckie,
IMosra

8. HOMEP(A) HA PAJPEIUEHHETO 3A YIIOTPEBA

Perucrpanionen Ne 20190109

9. JATA HA IIbPBO PA3PEINABAHE/MOHOBABAHE HA PASPEIIEHHETO 3A
YIOTPEBA

Jlata ua mepso paspemrapase: 08.05.2019 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

Cenremspu 2022 .
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