KPATKA XAPAKTEPUCTHKA HA
MNPOAYKTA



1. UME HA JJEKAPCTBEHHUSA ITPOAYKT

dynsecrpanT ®apmacaitbac 250 mg MHXXEKIMOHEH pasTBOP B NPEABAPUTEHO HallbJIHEHA
CIIPUHLIOBKA

Fulvestrant Pharmascience 250 mg solution for injection in pre-filled syringe

2. KAYECTBEH U KOITMYECTBEH CbCTAB

Bcsika MpeaBapUTeHO HAMMBIHEHA CIPUHLIOBKA OT 5 ml cbabpika 250 mg ynBectpaHT (fulvestrant).
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4. KJUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHSHA

OyneecTpaHT PapMacalbHC € IIOKa3aH:
¢ KaTO MOHOTEepalnus 3a JEYEHUE Ha €CTPOreH-peLEnTop MO3UTUBEH, JIOKATHO aBaHCHpall
WM METACcTaTHYEeH paK Ha MJICYHATa »KJie3a NMpy NMOCTMEHONAaY3aJIHU XXEHH:
- KOWTO Mpeau ToBa He ca OWIM nojJiaraHu Ha eHI0KPHUHHA Tepanus, Wil
- ¢ peuuauB Ha 3a00NABAHETO 10 BpEME HA WM CJie]] all0BaHTHA AHTHECTPOreHHa
Tepanusi, WIK MPU MPOrpecus Ha 3a00JIIBAaHETO MO BpeME Ha aHTUECTPOTCHHA
TEepanus;

e B KOMOMHaUMA ¢ NAIOOUMKITHUO 3a JIeYCHUE Ha IMOJIOXKHUTEJIEH 32 XOPMOHAJICH peLenTop
(HR), oTpHMuaTeNieH 3a peuentop 2 Ha YOBELIKMS ENMAEPMalieH pacTexeH (akrop
(HER2) nokanHO aBaHCHpaJl MJIM METacTaTHYEH paK Ha MJIeYHaTa XJie3a NpH KEHH,
KOWTO Mpeay TOBA Ca INoJy4aBald eHIOKPUHHA TepanHus (BX. To4kas.1).

[Ipu mpe- MIH TIEPUMEHONAY3AIHM JKEHH, KOMOMHMpaHaTa Tepanus C nanbouukiud TpsAbea ja ¢
KOMOGHHMpPaHA C arOHKCT Ha JIyTEMHH3KpALL XOpMOH-ocBo6 ok naBail XopMoH(LHRH).

4.2 Jlo3upoBKa H HAYHH HA NPHJIO0KEHHE

Jlo3upoBKa

XKenu (sxnoyumento u 8 cmapuecka 6v3pacm)
[penoppunTennara Ao3a € 500 mg Ha MHTEPBAJIU OT €AMH MECELL, IUTIOC A0MbIHUTENHA 1032 OT 500 mg

JIBE CEAIMULM Cel MbpBaTa n03a.
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Koraro ®@ynectpant PapMmacaiibHe ce U3Mo/i3Ba B KOMOHHaLMS ¢ NanboUMKIHO, MO BHXKTE CHLIO
Kparkara XxapakTepUCTHKa Ha MPOAYKTa MajboLrKIHO.

[Mpenu 3anouyBaHe Ha komMOMHWpaHa Tepanus ¢ DynsecTpaHT PapMacaWbHC M nanOoOUMKIHO, U MO
BpEME Ha LiAJIaTa M MPOABIDKUTENHOCT, Mpe-/NepUuMeHONnay3alHUTe XKEHU TpsiOBa Ja OBJAT JIEKYBAHH C
aronvcT Ha LHRH, B cbOTBETCTBHE C MECTHATAa KJIMHHYHA MPAaKTHKA.

CneumanHy nomnyiaauuu

bvbpeurno napywerue

He ce mpernopbyBa afanTHpaHe Ha J03aTa MPH MALHEHTH C JIEKO 10 yMepeHo ObOpeyHO HapylleHHe
(kpeaTuHHHOB KIHpBHC > 30 ml/Mun). bezonacHocTTa H €UKaCHOCTTA HE Ca OLEHABAHH MPH NaLMEHTH
¢ Texka 6bOpedHa HelOCTaThYHOCT (KpeaTHHHHOB KIHPBHC < 30 mI/MUH) ¥ nopajau TOBa, MPH TaKHBa
MALMEHTH Ce MpenopbhyBa Ja Ce Npuiara ¢ NOBULIEHO BHUMaHHE (BX. To4YKa 4.4).

YepHoOpobHo HapyuieHue

He ce npenopb4yBa KOPUrMpaHe Ha 7103aTa Py NaLKEHTH € JIEKO 10 YMEPEHO Y€PHOAPOOHO HapyIEHHE.
Bbrpekd TOBa, Thil KaTO € Bb3MOXKHA MMOBHILEHA EKCNO3MLMA Ha (ysBecTpaHT, TOH TpAOBa na ce
[puiara BHUMATEJTHO MPH Te3H NauueHTH,. He ca HaTMYHY JaHHU NPU MAUXEHTH C TEXKKO YePHOAPOOHO

yBpexnaHe (Bx. ToOuku 4.3,4.4 u 5.2).
IIeduampuuna nonynrayus
Be3omacHocTTa M edukacHocTTa Ha (ynBecTpaHT mpu jeua Ha Bb3pacT ot 0 no 18 roauHu He ca

ycTaHOBEHH. HalWuHHTE [0 MOMEHTAa NaHHH Ca ONMMcaHW B TOYKM 5.1 M 5.2, HO MPEMOPBKHU MO
OTHOLIEHHE Ha JO3WpOBKaTa HE MOrar 1a ObaaT HanpaBeHH.

HauyuH Ha NpUIOXKEHHUE
®ynsectpanT PapMacaiifbHC TpAOBa [a ce NMpUJiara Karo Be Mocje0BaTeTHi OaBHH HHTPaMyCKYJTHH

urkekn oT S ml (1-2 MHHYTH Ha MHXXEKLIMA ), 110 €Ha OT BCSKa CTPaHa Ha Cea/TMILETO (MIyTeanHara
obnacr).

Heob6xoauMo € BHUMAHHE NMPH MHXEKTHpaHe Ha (yJBECTpaHT B AOp30riyTeasHara o0sact, nopaau
ONU30CTTA HA MOAJIeKALKA CENATHILICH HEPB.

3a noapoOHH HHCTPYKILIMH 33 NIpUJIaraHe, BUXKTE TO4Ka 6.6.

4.3 IIporHBOnOKa3aHHA

CBpbX4YBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO WJIH HAKOE OT MOMOLIHHUTE BELIECTBA, M30poeHH B
TO4YKa 6.1.

BpeMeHHOCT ¥ KbpMeHe (BX. To4Ka 4.0).
Texko yepHOAPOOHO yBpexaaHe (BkK. TOUKH 4.4 1 5.2).
4.4 CneuMaJHH NpeaynpexXIeHHs H NPeaAna3HH MepKH NMpH ynorpeoda

dynsecrpanT @apmacaiibHC TpsAOBa Ja ce npujara ¢ NOBULICHO BHHMAaHHE NPH NALUEHTH C JIEKO 110
yMepeHo YepHOApoOHO yBpexxaaHe (Bx. Touku 4.2, 4.3 u 5.2).

dynsectpaHT PapMacaifbHC TpsAOBa 1a ce npuiara ¢ NOBHILIEHO BHUMAHHE INPH NALKUCHTH € TEKKO
6b0pedHo yBpexaaHe (KpeaTHHUHOB KIUpBHC < 30 ml/MuH).

[Topamm MHTPaMyCKYJHMS BT Ha BbBexaaHe, PynpectpanT PapmacaiibHC TpAOBa a ce M3Mo3Ba ¢

MOBULIEHO BHUMAHUE MpPH MALMEHTH C XeMOparMyHa Juare3a, TPOMOOLMTONEHHS W NMpH TE3W Ha
AHTUKOAryJlaHTHA Teparus.
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YecTo MM JKEHH C HANpeAHaN paK Ha rbpaaTa ce HabmonasaT TpOMOOEMOOINYHN HHIMACHTH, KOETO €
HaGJII0IaBaHO M NP KJIMHUYHH NMpoy4BaHuA ¢ QynsecTpaHT (BXK. Touka 4.8). ToBa TpsbBa na ce uMa
npeasua, korato MyneectpanT PapmacailbHC c€ MPEANHUCBa HA PUCKOBH NMALIHEHTH.

[Ipy MHXEeKTHpaHeTO Ha (ynBecTpaHT ce cboOwaBaT CHOMTUS Ha MACTOTO Ha HMHKEKTHpaHE,
BK/IIOYBALM MIIMAC, HEBpaIrus, HesponarHa Gosnka W nepudepHa Hesponarhs. Heobxomumo e
BHUMaHHe TpH MPWIOKEHHWE Ha (QyJNBECTPaHT B Aop3oriyTeanHara obsact, nopaau OnM30CTTa Ha
MoAJIeKALLUA ceanuleH HepB (BXK. TOUkHU 4.2 u 4.8).

Hama abarocpouHH AaHHM 3a edexra Ha (ynBecTpaHT BbpXy Kocrute. [lopanu MexaHu3Ma MYy Ha
NeHcTBHE, ChILECTBYBA MOTEHLIHAJIEH PUCK OT OCTEONOpo3a.

EdukacHoctra 1 6e3onacHoctra Ha PynBectpanT PapmacailbHC (HUTO KaTO MOHOTEpAmNMs, HHTO B
KOMOGHMHALMA ¢ NaIOOLMKING) HE canpoyyYeHH NPH MaLMEeHTH ¢ KPUTHYHO BUCLIEPATHO 3a00J1sBaHe.

Koraro ®ynsectpant ®apmacaifbHC Ce M3MOJI3Ba B KOMOMHALMA ¢ NanOOUMKIND, MOJIS BUXKTE ChILO
KpaTkara xapakTepuCTHKa Ha MPOAYKTa MaJOOLUKIHO.

IHoenusieane Ha mecmoageme 3a ecmpaouoio8u aimumena
[Topanu CTpyKTypHOTO mnonobue Ha (QyJBECTPAHT M €CTPaaHoll, (yJIBECTPAaHT MOXE€ Aa MOBJIHAE
TECTOBETE 3a eCTpaauosl, OasupaHd Ha aHTHTENA, KaTO T€ MOXKE J1a MOKaxkar ¢GaJILIMBO MOBUILLIEHU HUBA

Ha eCTpajHoIl.

[ToMOLIIHH BelleCTBa

ETanon

To3u nekapcTBeH NpoaAyKT cbabpxa 500 mg eraHon (aIKOX0J1) Ha BCAKA HHKEKLUA, EKBHBAJIEHTHH Ha
100 mg/ml (10% w/v). KonuuecTBOTO BB BCAKA MEXKEKLHMA € eKBUBAIEHTHO Ha 13 ml 6upa uiu 5 ml
BUHO.

Jo3a ot 500 mg OT TO3H JIeKapCTBEeH MPOAYKT (AB€ CIPHHLOBKH), MPHIOKEHAa Ha Bb3pacTHA XKEHa C
terno 70 kg, me nosene no ekcno3uuus Ha 14,3 mg/kg eraHon, KOETO MOXe a MpeAN3BHKa MOKa4YBAHE
Ha KOHLIEHTpALMATa Ha aIKOX0J1 B KpbBTa ¢ okoso 2,4 ml/100 ml (Buxte [Ipunoxenue 1 ot noknan

EMA/CHMP/43486/2018).
3a cpaBHEeHHWe, MpH ynoTpedara OT Bb3pacTeH Ha yama BUHO WiM 500 ml Oupa, KOHUEHTpaUMATa Ha
aJIKOXO0JI1 B KPbBTa € BepoATHO aa Obae okosno 50 mg/100ml.

EHOBpEMEHHOTO MPUIOXKEHHUE C JIEKapCTBa, ChAbPIKALLK HAIP. MPOMWISHIJIUKOJ WIH €TaHOJI MOXeE 1a
NI0Bee N0 KyMyJIMpaHe Ha €TaHOJ U J1a Mpeiu3BHKA HEeXeNlaHH e(PeKTH.

benzunos ankoxon
ToBa nekapcTBo OEeH3WJIOB AJIKOXOJ KaTO NMOMOILIHO BELIECTBO, KOETO MOXKE Aa NMpHYHHH al€pPruvHH
peaKkLHH.

[legpaTpu4Ha nonyJialuus
dynBeCTPaHT HE ce MpenopbyYBa MpH Aela U KHOLIH, Thi KaTo 0e30MmacHOCTTa U epuKacCHOCTTA HE ca

YyCTAHOBEHH 3a Ta3M rpyna nauMeHTH (Bx. Touka 5.1).

4.5 B3aumopeiicTBHE ¢ APYrH JIEKAPCTBEHH NMPOAYKTH H APYrH GOpMH HA B3aHMOAEHCTBHE

KnuHau4HO mpoyuBaHe 3a B3auMojeiictBue ¢ muaasonam (cybcrpar Ha CYP3A4) nemoHcTpupa, ue
dynsectpanT He mHxubupa CYP3A4. KnuHUYHM MPOy4YBaHHMA 3a B3aUMOJEHCTBHE C pH(paMMULKMH
(uanykrop Ha CYP3A4) u xerokoHazon (maxuburop Ha CYP3A4) He moka3paT KIMHUYHO 3Ha4HMa
MpOMsiHA B KJIMPbHCA HA (DyJIBECTAHT.



CreoBaTeIHO HE € HY)XXHO aJalTHpaHe Ha [03ara NpHU MauueHTH, KOUTO NpuemMaTr €QHOBPEMEHHO
dynBecTpaHT ¥ HHXHOUTOPH WK HHAYKTOpH Ha CYP3A4.

4.6 DepruanTer, OpeMEHHOCT H KbpMeHe

JKeHu ¢ gerepoaeH MoTeHUural
[TauMeHTKUTE C AEeTEepOeH MOTEHLHAI TpsaOBa na U3MnoJ3Bar eekTHBHA KOHTpALIENLKA 110 BpeMe Ha

neyeHue ¢ GynBecTpaHT ¥ 2 rOAMHH CJIe] NMocjieaHara 103a.

bpeMeHHOCT
®ynsecrpanT PapMmacaifbHC € NPOTUBONOKAa3aH Npy GpeMEHHOCT (BXK. TOYKa 4.3). Uma naHHu, ye npu

IBXOBE W 3aiilld, Cleld €IHOKPATHO MHTPaMyCKYJHO MpHJIOXKEHHE, (yJNBECTpaHT MHHaBa Ipe3
nnaueHTara. [IpoyyBaHMATa MpU XHBOTHM II0Ka3BaT HAIMYME HA PENPOAYKTHBHA TOKCHYHOCT,
BKJIFOYMTE/THO M MOBHUILIEHA YeCTOTa Ha (PeTaTHN aHOMATMH M CMBPTHH CiTydaH (BX. To4ka 5.3). AKO Mo
BpEME Ha TPUJIOKEHHETO Ha (PyJBECTPAHT HACTBHMKM OpEMEHHOCT, MalMEeHTKaTa TpsiOBa na Obae
uH(OPMHpPaHa 3a MOTEHUMATHUTE OMACHOCTH 3a TUI0/Ia M MOTEHUMAIHHUS PUCK 3a 3arybara my.

KbpMeEHE

KbpMeHeTo TpsabBa aa ce MpeyCTaHOBH MO BpeMe Ha jedeHue ¢ (ynBecTpaHT. DynBECTPaHT Ce
eKCKPEeTHpa B MJIIKOTO Ha JIaKTHUpalld rurbXose. He e u3BecTHO Janu (yJIBECTPAHT Ce& EKCKPETHUpa B
kbpMaTa. [Topaay MOTEHUMANa OT CEPUO3HM HEXENaHW peakuuH OT (QyNBECTPaHT NpH KbpMayera,
yrnoTpebara My 1o BpeME Ha KbPMEHe € IPOTHBOMNOKa3aHa (BXk. To4ka 4.3).

DepTUIUTET
Edexrure Ha (yaBeCTpaHT BbPXY (pepTHIMTETA PH XOpa HE Ca MPOYYBaHH.

4.7 EdexkTH BbpXy cnoco0HocTTa 32 1o(pHpare  pabora ¢ MALLIHHH

DyNBECTPAHT HE MOBJMABA WJIM MOBJIUABA HE3HAYMTENHO CMOCOOHOCTTA 3a WOo(pHpaHe U pabora ¢
MAallHHH.

Bce nak, NoHexe npH JiedeHue ¢ QyJBECTPaHT UMa MHOTO YECTH ChOOIIEHH 3a aCTeHH, MALHEHTHTE,
KOWTO pa3BHAT Ta3W HEXeJlaHa peakuus, TpsOBa Aa MOAXOXKAAT C TOBHIIEHO BHHMAHHE KBM
io¢upaHeTo M paborara ¢ MalllHHH.

4.8 HexenaHu JJeKapcTBEeHH PeaKLHH

Pe3ioMe Ha npoduia 3a 6€30MacHOCT

Monomepanus

B Ta3u Touka € npeacraBeHa MHPOpMalMsA, OCHOBaHA HA BCHYKH HEKEJaHW peaKlUHH OT KIHHHYHH
NpOy4YBaHMs, MOCTMAPKETHHIOBH MPOY4YBaHMA M CIOHTAHHM CBOOWEHHA. B cOOpHMTE NaHHHM 3a
dyJIBECTPAHT KaTO MOHOTEpANUA Hal-4ecTo ChOOIIABAHUTE HEXKENAHH peakLiu ca OMIN peakUHH Ha
MSACTOTO Ha HHKEKTHpPAHe, aCTEHMs, raaeHe ¥ noBuiueHn yepHoapobuu ensumu (AJIAT, ACAT, A®).

B tabnuual, nageHuTe Mo-Aoy KaTeropuM Mo YecToTa Ha He)KeNlaHUTe jekapcTBeHu peakuuu (HJIP)
ca U34YKCJIEHH Bb3 OCHOBA Ha COOPHYU aHATM3H Ha 6€30MaCHOCTTa NPY IPyNU Ha JIe4eHHeE C (yJIBECTPaHT
500 mg B npoyuanus CONFIRM (mpoyusawe D6997C00002), FINDER 1 (mpoyusane
D6997C00004), FINDER 2 (npoyusane D6997C00006) 1 NEWEST (npoyusane D6997C00003), nnu
camo ot FALCON (nipoyusare D699BC00001), koeto cpaBHsBa pynasectpant 500 mg ¢ aHactposon |
mg. KoraTo yecToTute OT COOpHHA aHAIM3 HA JaHHHUTE 32 6e3zonacHocT 1 oTr FALCON ce pa3nuuaBar,
e npeiacTaBeHa Mo-Bucokara vecrora. JlaneHure B Tabinuma | 4eCcTOTH ca Bb3 OCHOBA Ha BCHUKH
cboOlIeHH chOUTHs, Oe3 3HayeHHWe KakBa € Ouna npeueHkara Ha Hu3cienoBaTesis 3a NMpHYHHHO-
cle[cTBeHaTa Bpb3ka. MenuaHaTa HamnpoIb/DKHTENHOCT Ha jedeHueTo ¢ ¢dynsectpant 500 mg B
cO6opHHTE NaHHM (BKJIIOYHMTENHO TMo-rope crnoMeHatute mnpoyusanus mmoc FALCON), e Ouna
6,5Mecela.



TabnuyeH CNUCHK HA HEXETAHUTE peaKLHH
M36poeHuTe Mo-a01y HeXKeTaHH peakLUy ca KiaCH(pHLMPaHH M0 YeCTOTa U CHCTEMO-OpPraHHH KJ1acoBe

(COK). 'pynupaseTo 1o 4ectora € AeUHHUpPAHO M0 ClejHaTa KOHBEHLIUA: MHOro YecT (> 1/10), yectu
(> 1/100 oo < 1/10), neuectu (> 1/1 000 oo < 1/100). [Ipu BcAko rpynupaHe B 3aBUCMMOCT OT Y€CTOTATA,
HEXEJJAaHUTE JIEKAPCTBEHH peakuuH ce HM30posABaT B HMU3XOAsALL ped MO OTHOUICHHME Ha TAXHArTa

CCPHUO3HOCT.

Tabauua 1 HexeaHH JIeKAPDCTBEHH peaKUHH, CbOOLIABAHH NPH MaUHEHTH, JEKYBaHH C
(pyaBeCTPaHT KaTO MOHOTEPANHS

Hexenanu pPe€aKLHH 1O CHCTEMO-OPraHHH KJIaCcoB€ H HeCTOTA

Mudekumu u uHdecTaluu

YectH

HHCPEHU.HH HA MUKOYHUTE NMbTHULLIA

HapylieHus Ha KpbBTa U JIMM(HATA
CHCTEMA

YecTH

Hamanen 6poit rpoMOoLIMTH”

Hapyumenus Ha UMyHHaTa cCHcTeMa

MHOro 4ectH

Peakiiny Ha CBPbX4yBCTBHTEJIHOCT”

—r-

Heuectu AHapHUIaKTHYHU peaKLMH
Hapymenus Ha metabonusma U Yectu AHOpeKcus
XPaHEHETO |
HapyumieHus Ha HepBHaTa CUCTEMa Yectu [‘naBoGomue

CbI0BH HApYLUEHUSA

MHoOro 4ectu

ToruTH BBIHW"

YectH

Beno3na Tpomboembonua®

CTOMalIHO-YPEBHHU HapyLUEHHUA

—

MHoOro 4ectu

[‘aneHe

YectH

[loBpbluaHe, nHapus

XenatoOunHapHu HapyLUEeHU

MHoOro dyectu

[ToBuIEHH YEPHOAPOOHHU €H3UMH
(AJIAT, ACAT, AD)*

YecTH

[ToBueH OMIMpyOHH"

HeuectH

YepHonpoOHa HENOCTATBYHOCT™®,
xenatut®, nopumasaHe Ha [ TTTI°

HapylieHus Ha KkoXaTa ¥ NoAKoXHaTa
TbKaH

MHoOro uectu

O6pus”

HapyuieHus Ha MyCKYJTHO-CKeJIeTHaTa
CUCTEMA U ChEJUHMUTEIHATA ThKaH

MHoro 4yectu

Bonku B CTaBUTE U B MYCKYJTHO-
CKeJleTHaTa cucrema’

Yectu bonku B repba’
Hapyuienus Ha Bb3MPOM3BOJAHTENIHATA YecTu BaruHajieH KppBOH3/JIHB"
CHUCTEMA U Ir'bpaara Heuectu BarunaiHa kaHauao3a®, JeBKkopes®

Ha IMPHJIOKCHHUC

OO01M HapyLIeHHUS U e(PEeKTH Ha MACTOTO

MHoOro uectu

AcCTeHus", peakLlui Ha MJACTOTO Ha
HHXKeKTHpaHe"

YecTH

[Tepudepna HeBponaTus”, Huumrac”

HeuyecTH

KpbBOU3IMB HA MACTOTO HA

HH}KEKTHPHHEE, X€MAaTOM Ha MACTOTO Ha

MHXEKTUpaHe®, HeBpaJIrusa™®

BkmouBa HexeJlaHH JICKaApCTBCHH pEaKLHH, 3a KOHTO NOpaaH HAJIH4YHEC HA NNOAJICKALLO 3abo4BaHe HE
MO3XKe J1a Ce€ onpeneiii ¢ TOYHOCT CTENEHTa, B KOATO (l)}’JIBECTpﬂHT JOTIPHHACA.

TEPMHHLT peaklHH Ha MACTOTO Ha HHXXCKTHPAHE HE BKJIKOYBA TCPDMHHHTC KPBbBOH3JIHB HA MACTOTO Ha

HHXKEKTHPaHe, XeMaTOM Ha MACTOTO Ha HH)XEKTHPAHE, HILIHAC, HEBPAJITHA W NepU(epHa HEBPOMaTHA.

Peakuusra He e HabnroaaBana npu rojemure knnHudHK npoyusanus (CONFIRM, FINDERI, FINDERZ2,

NEWEST). YecroTara € H3uHc/ieHa MoCpeCTBOM ropHara rpaHuua Ha 95 % J0BepHTe/1IeH HHTepBaJ 3a
ToukoBa ouenka. U3uucnen e karo 3/560 (kbaero 560 e OpoAT NauMeHTH B NOJIEMHTE KJIHHHYHH

Mpoy4BaHHs), KOETO omnazja B KaTeropuaTa ,,HEUeCTH .
Bkmoysa: apTpasirus M no-psako 6ojka B MyCKYyJ/IHO-CKEJIETHATA CHCTEMA, MHAITHAH OOJIKH B

KpanHHLIUTE.

KareropusTa 3a yectora € pasjiiyHa rnpu cbopHuTe AaHHu 3a 6esonacHocTu npd FALCON.




° HJIP ne e nabmonasana sbB FALCON.

Onucanue Ha 30paHu HEXeNaHW peaklHH

Bx/1r0YeHHTE Mo-40J1y OMHUCAHKA CE OCHOBABaT HAa aHaIM3a Ha JaHHHTE 332 0€30MacHOCT, CbOTBETHO
npu 228 MalMeHTKH, KOUTO ca MoMy4nau Haii-mankoeaHa (1) no3a ¢pynBecTpaHT, U npH 232
MalMeHTKH, KOMTO ca MOoJy4YHiIn Hali-Manko eaHa (1) no3a aHacTpo30i, BbB (pasa 3 Ha MpoOy4BaHETO
FALCON.

Boaku 6 cmagume u MycKynHoO-ckelemHama cucmema

B npoyuBaneToFALCON, 6posT Ha NalMEHTKUTE, KOMTO ¢a ChOOILMIM KaTo HeXeJlaHa peaklius CTaBHa
M MYCKyJIHO-cKesneTHara Gosika, e cboTBeTHO 65 (31,2 %) u 48 (24,1 %) B paMOTO Ha (ynBECTPAHT U
aHacTpo3on. OT 65-Te MaLMeHTKUB paMOTO Ha (QynsecTpaHT, 40 % (26/65) ca croOmny 3a 6onku B
CTaBUTEH MYCKYJIHO-CKEJIeTHaTa CHCTeMamnpe3 MbpBUA Mecell Ha jiedeHueTou 66,2 % (43/65)- npes
MbpBHTE 3 Mecela Ha je4eHneTo. [TauneHTKuTe He choOlIaBaT 3a HeXeNlaHH CHOUTHA CTENEH = 3 Mo
CTCAE wumnuM TakuBa, KOMTO [a HajlaraT HamalsBaHE€ Ha [03ara, MPEKbCBAHEC HA IpHUEMaA HIIH
npeKpaTsiBaHE Ha JICYEHHUETO.

Kombunupana mepanusa ¢ narboyukaub

O6uwmAT npodut Ha 6€30MacHOCT Ha (yJIBECTPAHT, KOraTo Ce U3MoJ3Ba B KOMOMHALIMA C NanOoLMKIHO,
e Bb3 OcHOBaHa AaHHHUTE OT 517 nauuentu ¢ HR-nonoxurenen, HER2-otpuuareneH aBaHcHpal UIH
METacTaTH4YeH paK Ha MJIeYHaTa )Kjie3a B paHaoMHu3upaHoTo npoyusaHe PALOMA3 (Bx. Touka 5.1).
Hait-yecture (> 20 %) HeXXeNaHU peakLMy OT KaKBaTo M [1a € CTEMNeH, CbOOIIEeHH MPH NMaLUeHTH, KOUTO
nosyyasar (yJBECTPAHT B KOMOMHAUMA ¢ NManOOUMKING, ca HEYTPONEHHUs, JIEBKONEHHS, HHPEKLMH,
yMopa, rajcHe, aHeMHsi, CTOMATHUT, auapus ¥ TpombouutoneHus. Haki-uecture (=2 %) HexenaHu
peakLHH CTeneH > 3 ca HEYTPONEeHMs, JIEBKOTEHUA, aHEMHA, HH(EKLHH, MOBHIICHH CTOHHOCTH Ha
acnaprat amuHorpaHcdepasza (AST), TpomGouuTonenus W ymopa. B Tabnuua 2 ca mpeACTaBeHH
Hexxenanute peakuuu ot PALOMA3. Menunanara Ha NPOAB/KUTETHOCT Ha EKCMNO3HIHMATA Ha
¢ynsecrpanT € 11,2 Mecewa B paMoTo Ha yIBeCTpaHT ruioc nanbounkinod u 4,9 Mmecela B paMOTO Ha
¢ynBecrpanT mmoc mniaunedo. CpenHara NMPOABDKUTENIHOCT HAa €KCMO3WLMATA Ha ManOOUMKIMO B
paMoTO Ha QynaBecTpaHT Iuoc nandouuknuo e 10,8 mecena.

Tabauua 2 Hexkenanu peakuus, 6a3upaHu Ha JaHHH oT npoy4yBaHero PALOMAZJ (N=317)
ICHCTeMO-0praHeH KJac dyasecTpauT + naJdboUUKIAHO . dyasecrpanT + niaauebdo (N=172)
YecrToTa (N=345)
[Ipeano4nTan TepMHHA" BcHukH Crenen >3 BeHukH Crenen>3n
CTeNneHH n (%) CTEeNneHH (%)
n (%) n (%)
Uudexunn u nHpecrauuu
Mnoeo yvecmu
Undexumn ° 188 (54,5) 19 (5,5) 60 (34,9) 6 (3,5)
Hapymenusi Ha KpbBTa H JIHMQHATA CHCTEeMa
Mnozo uvecmu
HeyTponexnus ® 290 (84,1) 240 (69,6) 6 (3,5) 0
JleBkoneHus " 207 (60,0) 132 (38,3) 9(5,2) 1 (0,6)
AHeMus" 109 (31,6) 10 (2,9) 24 (14,0) 4(2,3)




TpombouuTonexnus ° 88 (25,5) 10 (2,9) 0 0
Hevecmu
DeOpunHa HEYTPOTIEHMUS 3 (0,9) 3(0,9) 0 0
HapyweHust Ha MeTa00J1H3Ma H XPaHEHETO
IMHoeo yecmu
Hamanen anetrur 60 (17,4) 4 (1,2) 18 (10,5) 1 (0,6)
HapyumieHnsi HA HEPBHATA CHCTEMA
Hecmu
Jlucrey3us 27 (7,8) 0 6 (3,5) 0
&-lapymenuﬂ HA OYHTE
HYecmu
[ToBHILIEHA NTaKpUMaLUS 25 (7,2) 0 2(1.2) 0
3aMBIIEHO 3pEHUE 24 (7,0) 0 3(1,7) 0
,,CyX0 oK0* 15 (4,3) 0 3(1,7) 0
PecnupaTopHHi, rpbAHH H MEAHACTHHAJHH HaApyLIEeHHS
Yecmu
Enucrakcuc 25 (7,2) 0 4(2,3) 0
ICToMalIHO-YpeBHH HAPYLUIEHHUSA
Mnoeco wvecmu
["aneHe 124 (35,9) 2(0,6) 53 (30,8) 1(0,6)
CromaTur™ 104 (30,1) 3(0,9) 24 (14,0) 0
Inapus 94 (27,2) 0 35 (20,3) 2(1,2)
[ToBpblLuane 75 (21,7) 2 (0,6) 28 (16,3) 1 (0,6)
HapyuweHnsi Ha KO’KaTa H NMOAKO0KHATA ThbKaH
MHozo yecmu
Anoneuus 67 (19,4) HI1 11(6,4) HII
O6pus’ 63 (18,3) 3(0,9) 10 (5,8) 0




Yecmu

Cyxa koxa 28 (8,1) 0 3(1,7) 0
O6In HapyuieHHsl M eeKTH HA MACTOTO HA NMPHJIOKEHHe
WHozo wecmu |

Ymopa 152 (44,1) 9(2,6) 54 (31,4) 2(1.2)

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

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

U3cnenBaHus

Mnuozo yvecmu

[ToBuinenu croifHocTH HA AST 40 (11,6) 11(3,2) 13 (7,6) 4(2,3)
Yecmu
[Tosumenu croitHocT Ha ALT 30 (8,7) 7(2,0) 10 (5,8) 1(0,3)

ALT=anauuH amuHOTpaHcdepaza; AST=acnaprar amuHOoTpaHc(epa3a; N/n=Opod malMeHT,
HII=HenpunoxumMo

*  Tlpeanounranute Tepmuny (I1T) ca u3dpoenu cermaciHoMedDRA17.1.

6  Wndexumu* Bxmousa Bcuuku IIT, KOMTO ca 4acT OT CHCTEMO-OpraHHus knac ,HMHpekuuu
HHpecTauuu®,

»  Heyrponenus* Bxirousa cieanure [1T: HeyTponeHus, HamalleH Opoil Ha Hey TpoUIUTE.
r_JleBkonmeHus* BKIOYBa ciaeaHuTe [1T: neBkoneHus, HamaieH Opo# Ha OeluTe KpbBHH KJIETKH.

2 AHemus* Birousa ciennute [1T: aHeMus, MOHMKEH XeMOIJIOOMH, MOHWKEH XEMaTOKPHT.

¢ TpombGouuronenus* Bkaousa cieaHute [1T: TpombouuToneH s, HamasneH Opoi Ha TPOMOOLIUTHTE.
*®  Cromatut* BikmouBa cneaHure IIT: adrTozeH cTroMaTHUT, XEHIMT, MIOCUT, IMIOCOAWHMA, A3BH B
ycTaTa, Bb3NaJleHHeHa JIMraBuLara, 6ojka B ycrara, opodapuHreanes AMckoMdopt, opodapuHreanHa
0oJKa, CTOMATHT.

» | O6puB“ Brmousa cieanure [1T: 06puB, MakynonamyJsio3eH oOpHB, CbpOALl 0OpHB, €pHTEMATO3EH
oOpuB, namnyno3eH oOpUB, AE€pPMaTHUT, aKHEU(POPMEH NEPMATHT, TOKCHYEH KOXKEH 00OpuB.

Onucanue Ha W30paHU HEXEJIaHH peaKLHu

Heymponernus

HeyTponenus oT Kaksaro M aa € creneH ce cbobmasa npu 290 (84,1%) nauueHTH OT MpOY4BaHETO
PALOMA3, nonyuasaimiy ¢yaBeCTpaHT B KOMOMHALMs ¢ NanOGoUMKIHO; HEYTPONEeHHUs CTeneH 3 ce
cbobuasa npu 200 (58,0 %) nauuenTH, a HeyTponeHus creneH 4 ce cbobuasa npu 40 (11,6 %)
nauueHTH. B pamoTo Ha dynBecTpaHT mmoc ruiauedo (n=172), HeyTponeHus OT KakBaTo H /1a € CTEreH
ce cbobmana npu 6 (3,5 %) nauuenTH. Hama choOLIeHNs 3a HEYTPONeHHs CTeneH 3 U 4 B paMOTO Ha
¢dynBecTpaHT ruoc ruiauedo.

[Tpu nauMeHTH, nonyvasaiiy QynBecTpaHT B KoMOUHALMA ¢ NIOOUMKINO, MEMaHaTa Ha BPEMETO 110
MbPBHSA EMH30/1 HA HEYTPOTIEHHS OT KaKBaTo € J1a € creneH € 15 nuu (auanasox: 13 - 51 2), a Me1MaHara
Ha MPOABIKUTEHOCTTA HAa HEYTPOMNeHus cteneH > 3 € 16 nHu. PeOpusiHa HEYTPOMEHHs Ce cboOlL1aBa
npu 3 (0,9 %) nauueHTH, noiyyasauy QyaBecTpaHT B KOMOMHALHSA ¢ nanOoUUKITHO.



CrpoO11aBaHe Ha NOJA03UPaHu HeXeIaHH peakluH

Cpo6LIaBaHeTo Ha MOA03MPaHH HEXENaHH peakiny Clell paspeliaBaHe 3a ynorpeda Ha JieKapcTBeHHA
NPOAYKT € BakHO. ToBa MO3BOJIABA Ja MPOAB/DKH HAOIIOJEHHETO HA ChOTHOLUCHHETO noJi3a/pUck 3a
JNeKapcTBEHUA NPoAyKT. OT MEAULIMHCKHMTE CMIELMATMCTH CE U3KMCKBA [a ChOOLIAaBaT BCAKa MMOA03MPaHa
HEe)KeJlaHa peaKlMs Ype3 HallMOHATHA CUCTEMa 3a ChOoOLIaBaHe:

U3nmbJIHUTENHA areHUMs 10 JieKapCcTBaTa
yn. ,,Jlamsan ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417
yeOcaiiT: www.bda.bg

4.9 Ilpeno3upane

CpoOLIeHH ca W30JUPAHU Cly4ad Ha npefo3upaHe ¢ ¢ynsecTpaHT npu Xxopa. [Ipu npeposupaHe ce
Npenopb4Ba CUMIITOMAaTHYHO MOAABbPXkALLO JieueHHue. [IpoyuBaHusATa BbPXY )KHBOTHH MPEANOJIArar, 4e
HAMAa JApYrd e(deKTH OCBEH Te3H, OTHECEHH NHPEKTHO WIM HWHAMPEKTHO KbM aHTHECTPOr€HHaTa
aKTUBHOCT NPH BUCOKH JI03M Ha QynBeCcTpaHT (BX. ToYKa 5.3).

5. ®APMAKOJIOTMYHU CBOUCTBA
3.1 dapmMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: ExvnokpuxHa Tepanus, Autiectporenu, ATC koa: LO2BAO3

MexaHH3bM Ha aeiicTBHe U hapMakoIMHAMHUYHHU eeKTH

DyJBECTPAHT € KOHKYPEHTEH aHTaroHKCT Ha ectporeHosute peuentopu (ER) ¢ apunureT, CpaBHUM C
To3u Ha ectpamuon. DynsecTpaHT GiokHpa TPOGUUHHMTE NEHCTBMA Ha ecTporeHure, O6e3 na MMa
MapLUaHO arOHUCTHUYHO (€CTPOreHonoa00Ho) AeHcTBHe. MEeXaHU3MBT My Ha JIEMCTBHE € CBbp3aH C
NOHWKEHHE Ha HHBAaTa HA ECTPOreHpeuenTOpHUs MNpoTeHH. KIIMHHYHHTE MpPOyYBAaHHUA IIPH
MOCTMEHOMNAY3aJHH XEHH C MBbPBUYEH paK Ha r'bpAaTa MoOKasBaT, Y€ (y/JBECTPAHT 3HAYHUTENIHO
noHwxkasa EP nporeuna npu EP no3uTuBHM TyMOpH, B cpaBHeHHE ¢ ruiauedo. Chblio Taka, HATHLE €
3HAYUTEJIHO MOHWKEHHE Ha €KCIpPECcHATa Ha MPOreCTepoOHOBHSA PELENTOp, KOETO € B CbOTBETCTBUE C
JTMTICATa HA MPUCHIIM €CTPOreHaroHUCTUYHHK edekTH. ChILO TaKa, Ma JaHHH, 4e QpynsecTpanT 500 mg,
MPUJIOKEH MNMPU MALUEeHTH C TYMOPH Ha Ibp/aTa, B YC/IOBHATA Ha HEOAQIOBAHTHO JICYEHHE, MOTHUCKA
excrnipecuata Ha ER u Ha Mapkepa Ha nponudepauus Ki67 B mno-ronsgMa CTeneH, OTKOJKOTO
¢ynsectpaHT 250 mg.

KnuauyHa edpukacHOCT U 0€30MacHOCT NPH aBaHCUpal paK Ha rbpaara

Monomepanus

KnuuuyHo npoyusaHe ¢asa 3 e npukIo4uiIo npu 736 noctMeHonay3anHHU XKEHH C aBaHCHpall pak Ha
rbpAaTa, ¢ PELMAMB M0 BpeME Ha WIH CJIe/l aJl0BAHTHA €HAOKPUHHA Tepanus WiIH C NPOrpecus cien
eHJOKPMHHA Tepanus 3a aBaHcupano 3abonssaHe. [IpoyuBaHeTo BKIIOUYBA 423 MaLMEHTKH, KOMTO Ca
MMaTM PELMIMB WIM MpPOTrpecHs M0 BpeMe Ha aHTHecTporeHoBa Tepanus (AE-noarpyna) u 313
NaLMEHTKH, KOUTO ca MMAJIH PELIMNB WIH MPOrpecHs Mo BpeMe Ha Tepanus ¢ apoMara3seH HHXHOUTOp
(AU-noarpyna). [TpoyuBaHeTo cpaBHsaBa edukacHocTTa W GesonmacHocTTa Ha (ysnsecTpanT 500 mg
(n=362) ¢ Te3u Ha ¢ynBecrpanT 250 mg (n=374). IIbpBHuHaTa KpaiiHa TOYKa € MpexuBsieMocT 0e3
nporpecus (I1IBIT), a KIOYOBUTE BTOPHYHM KpaiiHM TOYKHM 332 €(MKAaCHOCT BKJIIOYBAT CTENEH Ha
obextusHo nosnussade (COII), creneH Ha kaunuyHa nonsa (CKIT) u obma npexussemoct (OII).
Pesynrarure or npoyusaHero CONFIRM no oTHomeHHe Ha €(UKACHOCTTa ca PEe3lOMHUPaHH B
Tabnuua 3.
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Tabauua 3 Pe3iomMe Ha pe3yJITATHTE M0 OTHOLIEHHE HA NbPBHYHATAa Kpaiina Touka (I1bIl)
H KJIIOYOBHTE BTOPHYHH KPaHHH TOYKH 32 e(pPHKACHOCT B NMPOY4YBAHETO

CONFIRM
e ————————————————— S —————
[IpomeHIHBA Meroa Ha dOyasecTpanT DyJBECTPAHT CpaBHeHHe MexKAY rpynHuTe
OLIeHKA; 500 mg 250 mg (pyasecrpant 500 mg/ pyasecrpant 250 mg)
EEPAnERIRIRS (n=362) (n=374) KoedpuumneHt 95% CI p-cTOHHOCT
CpaBHEHHE HA PHCK
[IbI1 Meauana no
K-M B
MeCellH;
KoedpuuneHr
HAa PHCK
O6mo 6.5 3.3 0.80 0.68, 0.94 0.006
NAUHEHTH
-AE noarpyna (n=423) 8.6 5.8 0.76 0.62, 0.94 0.013
-Al noarpyna (n=313)" 5.4 4.1 0.85 0.67,1.08 0.195
Or1° Menauasa no
K-M B
MeCEeLH;
KoeduuueHt
Ha PHCK
O6wwo 26.4 22.3 0.81 0.69, 0.96 0.016°
MaLHEHTH
-AE noarpyna (n=423) 30.6 23.9 0.79 0.63,0.99 0.038¢
-AH noarpyna (n=313)* 24.1 20.8 0.86 0.67,1.11 0.241°
[TpomennuBa Meroa Ha dynBecTpaHT  QYJABECTPAHT CpaBHEHHE MEXJly IPYIHTE
OLIEHKA,; 500 mg 250 mg (pynsectpant 500 mg/ ¢pynsecrpant 250 mg)
TEeparneBTHYHO (n=362) (n=374) AGconyTHa 95% CI
CpaBHEHHE pasnuka B %
COIT" % MaluUeHTH C
OIl
a0CoJIIOTHA
pa3yiuka B %
OO610 13.8 14.6 -0.8 -5.8,6.3
MalHeHTH
- AE noarpyna (n=296) 18.1 19.1 -1.0 -8.2,9.3
- AU noarpyna (n=205)* 7.3 8.3 -1.0 -5.5,9.8
CKII* % MaLHUEHTH C
KI1
abcooTHA
pa3idka B %
O6ui0 45.6 39.6 6.0 -1.1,13.3
MalHeHTH
- AE noarpyna (n=423) 52.4 45.1 73 -2.2,16.6
- AW moarpyna !n=313 )* 36.2 32.3 3.9 -6.1,15.2

* @yjBEeCTPAHT € TMOoKa3aH TMpPH TMALUUEHTH, KOUTO Ca HMMalH pEUMAHB HJIM TpPOrpecHs TO BpeMe Ha
aHTHeCTporeHoBa Tepanus. Pesynrature or AU-noarpyna He ca yOeauTenHu.

S [TpencraBenute 3a OI JaHHK Ca OT OKOHYATEHHTE AHAJIU3H 38 MIPEXHUBIEMOCT IPH FOTOBHOCT 75%.

* HomuHanHa p-cToiHocT 0€3 Ja ce npaBH yTOYHsABAaHE 3@ Pa3/IHYHATA ITPH CPAaBHEHHE MEXY IMbPBOHAYAHHTE
aHaJIM3K 3a 0011a npexuBseMoct MpH roroBHOCT 50 % W OOHOBEHHTE aHAJIH3H 32 NMPEXHBAEMOCT IPH NOTOBHOCT
75%.

* COII e oueHeHa MpHU NMaLUEHTHTE, NPH KOHTO € OHJIO BH3MOXKHO J1a C€ OLICHH MOBJIHABAHETO HA H3XOAHO HHBO
(T.e. IPH MALMEHTHTE C H3MEPUMO 3a60JIsIBaHe Ha H3XOAHO HHBO: 240 nauneHTH B rpynara Ha ¢yasectpaHt 500
mg ¥ 261 nauueHTH B rpynara Ha gysnsecrpant250 mg).

A TTalMeHTH ¢ Hail-100p0 0OEKTHBHO MOBJIMABAHE HA ITBJIHO NOBJIHABAHE, YACTHYHO MOBJIHABAHE HIIH cTabHJIHO
3abonsBaHe > 24CeAMHULH.
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MBIT: npexussiemoct 6e3 nporpecus; COIl: crenen Ha oGekTHBHO nosiausBaHe; O0: 00eKTHBEH OTrOBOP
(nosnusBane); CKII: crened Ha kauuuuna nonsa; KIT: kiunuyHa nosnsa; OIN: oOwa npexuBseMOcCT; K-M:
Kannan Maiiep; CI: nosepuresneH uarepsain; AW: apomaraseH HHXHOHTODP; AE: aHTHECTPOreH.

EnHO paHIOMM3HPAHO, ABONHOCIANO, KOHTPOJIMPAHO ¢ ABOWHO M1auedo, MHOrOLEHTPOBO MPOY4BaHe
daza 3, ¢ pynsecrpant 500 mg cnpsAMo aHacTpo30a 1 mg, € NPOBEAEHO NPH NMOCTMEHOMNAY3alHU KEHH
¢ ER-no3utuBeH w/uwiu PgR-MO3MTHBEH JIOKAIHO aBaHCHpaJl WJIM METacTaTH4e€H pak Ha MJICHYHaTa
J1e3a, KOMTO TPEIXO0AHO HE ca OWIIM JieKyBaHU ¢ XOpMoHaiHa Tepanus. O0wo 462 nauueHTkH ca
paHOOMHU3MpaHW B CbOTHOWEHWEe 1:1 na nojyyaBar MoC/I€AOBAaTE/IHO ¢ynsecrpant 500 mg wiu
aHactposois | mg.

PanmoMu3auusTa € crpaTHQHUIMpaHa no Tuna Ha 3a0osfBaHETO (JIOKATHO aBaHCHpal WIIH
METaCTaTHUeH), MPeAXoaHa XMMHOTEepanus 3a aBaHcHpaso 3abonsBaHe U U3MEPUMO 3a00JIsBaHE.

[IbpBHYHaTa KpaiiHa ToYka 3a e(UKAaCHOCT Ha MpPOYYBAaHETO € OLEHEeHaTa OT M3CIE10BaTeNs
npexussemoct 6e3 nporpecus (ITBI1), ouenena crobpazHo ¢ RECIST 1.1 (Kpurepuu 3a oueHka Ha
NoBIMABaHeTO MpH conuaHu Tymopu [Response Evaluation Criteria in Solid Tumours]). Kintoyosute
BTOPMYHM TOYKHM 3a edukacHoCcT BkirousaT obiia npexussemoct (OII) u creneH Ha 00EKTHUBHO
nosnusiBane (COII).

[pu NauMeHTKUTE, BKIIOYEHH B TOBA IPOy4YBaHe, MEMaHaTa Ha Bb3pacTTa e 63 roanHu (11ana3oH 36
10 90 rogunm). ITo-ronsmara yact ot nauueHtkute (87,0 %) ca ¢ meractarH4yHO 3abonsiBaHEe Ha
n3xonHo HUBO. [leTnecer M ner npoueHTta (55,0 %) oT MAUMEHTKHUTE Ca C BUCLICPATHA METAcTa3H Ha
U3X0aHO HMBO. OO0 17,1 % OT MalMEHTKUTE NPEAXOAHO ca MPEeMHUHAIH XHMHOTEPANCBTHYEH PEXKHM
3a aBaHcHpaslo 3abonsBane; 84,2 % OT MaUMEHTKUTE UMAT U3MEPUMO 3a00JIsBaHe.

CbOTBETCTBAILM pe3yiTaTH ce HabioAaBaT B MO-rojisMara 4acT OT MPEABAPHTENIHO ONPENCIICHHUTE
MOATPYNH TNALUMEHTKH. B moarpynara NauMeHTKH, MpU KOMUTO 3a00NiiBAHETO € OrpaHHYeHO 10
HeBHcLepanHu Meractasu (n=208), koepuumnentst Ha puck (HR) e 0,592 (95% CI: 0,419; 0,837) B
pamMoTO Ha (hyJIBECTPaHT, B CPABHEHHE C PaMOTO Ha aHacTpo3oi. B moarpynara Ha MaUMEHTKHTE C
BucLepaiHK Meractasu (n=254), HR e 0,993 (95% CI: 0,740; 1,331) B pamoTO Ha (yJIBECTPaHT, B
CpaBHEHME C paMOTOHa aHacTpo3os. Pesynrature 3a edukacHoct ot npoyysaHeto FALCON ca
npeacTaBeHy B Tabnuua 4 u gpurypa 1.

Ta6anua 4 Peslome Ha pe3yJTaTHTe 3a MbpPBHYHATAa KpaiiHa Touka 3a edpukacHoct (IIbBII)
HKJIIOYOBHTE BTOPHYHH KPaiiHH TOYKH (OLIEHKAa Ha H3CJe0BaTe s, intent-to-treat monyJaaums)
— npoy4yBaHe FALCON

dyasecrpanTt S00 mg AHacTpo3oa 1 mg
(N=230) (N=232)

Mpexussaemoct 6e3 nporpecus (I1bII)
Bpoii cayyau Ha I1BII (%) 143 (62,2%) 166 (71,6%)
Koedpuumnent Ha puck 3a IIBII Koedpuuunent na puck 0,797 (0,637 - 0,999)
(95% CI) u p-croiinoct p = 0,0486
Meaunana na IIBII [meceuu (95% | 16,6 (13,8, 21,0) 13,8 (12,0, 16,6)
CI)]
bpoii cayyan va OIT* 67 (29,1%) 75 (32,3%)
Koepuunent Ha puck 3a OIl Koedpuunenrnt Ha puck 0,875 (0,629 - 1,217)
(95% CI) u p-cToliHOCT p=0,4277
COIT** 89 (46,1%) 88 (44,9%)
CboTHOIIEHHE HA LIAHCOBETE 32 Ccia 1,074 (0,716 — 1,614)
COIl (95% CI) u p-cToiiHOCT p=0,7290
Meauana Ha III1 (Mmeceun) 20,0 13,2
CKIl 180 (78,3%) 172 (74,1%)
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CbhoTHOLIEHHEe HA LIAHCOBETE 32 O6exkTuBeH orrosop 1,253 (0,815 - 1,932)

CKII (95% CI) u p-cTOHHOCT p = 0,3045
* (31%0T NIaHUPAHOTO BpPEME Ha MpOC/esBaHe) -HEOKOHYaTeseH aHanu3 Ha Ol
* MpH NALMEHTKH C H3MEPUMO 3a00/sABaHe

®urypal Kpusn na Kannan-Maiiep 3a npexussieMocT 0e3 mnporpecHs (OLEHKa Ha
H3CJIe10BaTes, intent-to-treat nonyaauusi)— npoyysane FALCON

1 T T T T | T | T T T T — T
1 3 & ) 12 15 18 21 24 - 20 33 e is

Bpeme oT paHaOMU3HpaHe (MeCeLH)

Jleuenue @yneectpanT S00mg (N=230) ------ AHactpo3on Img (N=232)

bpoH Ha MalHEHTHTE 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

JIBe KIMHMYHHM Npoy4yBaHus ¢aza 3 ca NMpuUKIOYWIM Npd odmo 851 mocTMeHomay3alHH XEHH C
aBaHCHpaJl paK Ha I'bplaTa, KOUTO Ca UMaIH PEUHMIAHB Ha 3a00NABaHETO MO BpeME Ha WK Cliel
aJl0OBAHTHAa €HAOKpPMHHA Tepanus, Wid IpH Mporpecus ciel eHAOKPHHHA Tepamnus 3a HanpeaHao
3abonsBane. CemeMpaecer W cemeMm npoueHta (77 %) or wu3ciaeaBaHara nomynauus ca HMalH
€CTPOreHpEeLIENTOp MO3WTHBEH pak Ha rbpaara. [IpoyusaHusTa CpaBHABAT 0e30MacHOCTTa M
eHMKacHOCTTa HA MECEYHOTO npunaraHe Ha ¢ynsecTpaHT 250 mg cpelly exeJIHEeBHOTO NpujiaraHe Ha
1 mg aHacTpo3on (apomaraseH uHxuOuTOp). Karo wano, ¢pynsectpant B mo3a 250 mg MecevHo €
TONIKOBA e(pUKACEH, KOJIKOTO aHACTPO301, N0 OTHOLLEHHE Ha MPEeXMUBAEMOCT Oe3 nporpecus, 00eKTUBEH
OTrOBOp M BpeMe Ha npexuBsABaHe. HAMa CTaTHCTHYECKH 3HAYMMH Pa3JIMKK [IPH BCEKH OT T€3H KpaHHH

TOYKH 3a OLEHKA MEX]1Y JIBETE TepaneBTH4YHH rpynu. [IbpBUUHaTa KpaiiHa TOYKa € NPEeKUBAEMOCT Oe3
nporpecus. KoM6MHMpaHUAT aHAIN3 HA ABETE MPOYYBaHKs M0Ka3Ba, ye 3a00/ABaHETO € NpOrpecHpalo
npy 83 % or nonyuyaBasuTe (yJIBECTPAHT MALMUEHTH, B CPaBHEHHE C 85 % oT nojy4yaBaJiMTe
aHACTPO30J1 mauueHTH. KOMOMHUPaHHAT aHaIM3 Ha JBETE NPOYUYBAHMs M0Ka3Ba, Y€ KOEPHLMEHTHT Ha
DHCK 32 MPeXHUBseMOCT 6e3 nporpecus npu ¢ynsecrpant 250 mg cnpamo aHactposon e 0,95 (95 % CI
0,82 mo 1,10). ITpu dyneecrpant 250 mg o6exkTuBHOTO nosausBaHe e 19,2 %, B cpaBHeHue ¢ 16,5 %
npu aHacTpo3os. MenuaHata Ha BpeMeTO Ha MNpexuBsBaHe € 27,4 Meceua 3a JIEKYBAHHTE C
dbynBecTpaHT nalueHTH U 27,6 Meceua 3a JIeKyBaHUTE C aHAacTpo30/1 nauueHTH. KoeHIUMEeHThT Ha

puck 3a dynsectpant 250 mg, cnpsMo aHacTpo30J, MO MokasaTens Bpeme Ha npexussasae € 1,01
(95 % CI1 0,86 no 1,19).

Kombunupana mepanus ¢ nanboyuxiub

EnHo dasa 3, MexxayHapOAHO, paHAOMHU3HPaHO, JBOHHOCIATO, NapajieIHO-rpynoBO, MHOTOLEHTPOBO
npoyuBaHe Ha ¢ynsectpadT 500 mg miroc nanGouuknub 125 mg cnpsamo gynsecrpant 500 mg nikoc
nnauebo e nposeneHo npu xkeHu ¢ HR-nonoxurenen, HER2-oTpuliareneH 10KaiHO aBaHCHPall paK Ha
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MJIeYHATA )KJie3a, HeMmomIexKalll Ha Pe3eKLMs WM jbyerepanus ¢ JeyeOHa Uen Miv MeTacTaTH4eH
paKkHa MJIeyHaTa Jie3a, He3aBUCHMMO OT TEXHHS MEHOMay3aJeH CTaTyC, “HMeTo 3a0o0JiiBaHE €
NpOrpecupaio CjeA TNpeaxOAHa eHNOKPMHHA Tepanmus mNpH (HEO0)aaroBaHTHA Tepanus WK
METACTATH4YHO 3a00JIABaHE.

O6wo 521 npe-/mepu-u MOCTMEHONAy3alHH XEHM, MPH KOUTO € HACTBIK/IA MPOrpecus Mo BpEME Ha
WM B paMKMTE Ha 12 Mecela OT 3aBbpLIBAaHETO Ha a[l0BAHTHATa EHAOKPUHHA Tepanus WK 10 BPEME
Ha WIK B paMKuMTe Ha | Mecell OT nmpeaxoJHa eHIOKPHHHA Teparnus 3a aBaHCHPAJIOo 3abonsBaHe, ca
paHAOMHM3UPAHH B ChOTHOLIEHHE 2:1 Ha ¢y/BECTPAHT MUIIOC NanOOLMKING KK (GynBECTpaHT IJIIOC
maue6o, U ca crpaTiULUMPAHH MO JOKyMEHTHpaHa 4yBCTBUTEIHOCT KbM NPEAXOJHA XOpPMOHalHa
Tepanusi, MEHOMay3aJleH CTaTyC Mpd BKJIOYBAHE B  MPOY4BAHETO (npe-/nepu-crpamo
MOCTMEHONay3alHH) M HalM4yde Ha BHUCUEpaTHHM MeracTasd. [Ipe-/nepuMeHonay3ajlHHTE KEHH
nonyyaar LHRH aronucra rosepenuH. IlauneHTH ¢ aBaHCHpao/METacTaTUYHO 3a0015BaHe,
CUMIITOMATHYHH, C BHUCLIEPAJIHO Pa3MpOCTPAaHEHHE, M3JIOKEHHM Ha PHCK OT >XHBOTO3aCTpallaBalllH
yCIIO)KHEHUs B KPATKOCPOYEH IUIaH (BKIIOYMTETHO MALMeHTH ¢ MAaCHBHM HEKOHTPOJIIMPAaHU H3JIMBH
[mneBpasieH, NepuKapieH, nepuToHeaneH], 6enoapobeH NUM}aHruT ¥ Haj 50% uepHOAPOOHO
3aciraHe), He ca OTTOBapsA/IM Ha YC/IOBHUATA 3@ BKJIIOYBAHE B MPOY4BAHETO.

[MamueHTHTe NpOAbIXKABAT Ja MOJy4aBaT ONpEJEEHOTO JieyeHHe N0 OOEKTHMBHA Mporpecus Ha
3a00J19BaHETO, BJIOLIABAHE HA CHUMMTOMHUTE, HENMPHUEMIIMBA TOKCHYHOCT, CMBPT WJIH OTTCIVIAHE HA
CBIVIACHETO, KOETO Bb3HMKHE MBbpBO. He ce nomycka KpbCTOCBAaHE MEXIY TEpaneBTHYHUTE paMEHa.

M3xonHuTe aeMorpadCky M MPOrHOCTHYHU XapaKTePUCTHKH Ha MALIMEHTUTE B pAMOTO Ha (y/IBECTPaHT
WI0C NanGouMKnu6 U pamMoTo Ha (y/IBeCTpPaHT IuloC miauedo ca cxoaHu. Menuanara Ha Bb3pacTra
Ha MauMeHTHTe, BKJIIOYEHH B TOBa NpoyuBaHe, € 57 roguHu (auamnasoH 29 —88). BbB BCAKO
TepaneBTHYHO PaMO IOBEYETO OT MalHMEeHTUTEe Ca OT eBpOMeHAHara paca, UMar NOKyMEHTHpaHa
YYBCTBHTEJIHOCT KbM MpEAXOAHA XOPMOHAJIHA Tepanus H Ca MOCTMEHOMNAY3aTHH. [TpubnuzurenHo
20 % OT MauMEeHTHTE ca npe-/mepuMeHonay3aiHd. BCHYKH MalLMEeHTH ca MojyYaBaJlM NMPEaXodHa
CHCTEMHA Tepamnus U MOBeYeTO MAlMEeHTH BbB BCAKO TEPaneBTHYHO paMo ca MorydaBaii MpEeAXOACH
XMMHOTEPANeBTHYEH PEXHUM 3a CBOSATa OCHOBHA JauarHo3a. [loBeue OT mosoBHHATA (62%) umar
dyHkumonaneH craryc 0 no ckanara Ha MI3ToyHaTta koonepaTHBHA I'pyrna 1o OHKOJIOTr s (ECOQG), 60%
MMaT BHCLEpATHH MeTacTasy, a 60% ca monayyasaiy roseye OT 1 MPeAXOAEH XOPMOHAJIEH PEXHM 32
CBOSITA OCHOBHA JMarHo3a.

[TepBHYHaTa KpaifHa TOYKA HA MPOYYBAHETO € OLEHEHaTa OT H3CJIEA0BaTE/1A [1BI1, ouleHeHa cBriiacHo
RECISTI.1. Moaabspxamure ananu3u Ha [1BI] ca Oasupann Ha He3aBUCHMMa LIHTpaJIHA OLICHKA Ha
pentrenoBo wu3cnenpaHe (Independent Central Radiology Review). BropuuHuTe KpaiHH TOUKH
skrouBat obextusen orrosop, CKII, OIl, 6e3onacHocT M BpeMe [0 BJOLIABaHE MPU KpaHHA TOYKa
Oosika.

[IpoyuBaHETO NMOCTUra MbPBHYHATA KpaiHa TOYKA 32 yAb/DKaBaHE Ha OLCHEHA OT H3CJI€I0BATEIA [1BbI1
NpyM MEXIOWHHWA aHanu3, nposeneH npu 82% or mnanupanure I1bII cpOUTHA; pe3yaTarure
MpeMUHABAT MPEABAPUTEHO ONpe/eeHaTa rpaHuLa Ha eUKacHOCT Ha Haybittle-Peto («=0,00135),
NIEMOHCTPUpaiKK CTAaTHCTUYECKH 3HAYMMO yabpkaBaHe Ha I1bI1 n KIMHMYHO 3HAYMM TE€paneBTHYCH
edexT. [To-akTyanHu JaHHH 32 €UKACHOCT ca MpeAcTaBeHH B TabiHLa 5.

Ta6auua 5 Pesyararu 3a epukacHoct —npoyusaHe PALOMAJ (oueHka Ha H3CJieA0BaTe N,
intent-to-treatnony.Jiauus)

AKTYaJH3HpPaH aHAJIH3
(naTa Ha 3aKJ04BaHe Ha 6a3aTa naHHH 23 okTomMBpH 2015 1.)

dynasecTpaHT+ NaJO0OUHKIHO @yasecTpaHT+ naauedo
(N=347) (N=174)

IlpexnBsiemocT 0e3
nporpecHs
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Menuana [Meceuu (95% 11,2 (9,5, 12,9) 4.6 (3.5, 5.6)
Q)

KoeduumeHTt Ha puck (95% 0,497 (0,398, 0,620), p <0,000001
CI) u p-cToiHOCT

BropHyHH KpaiHH TOYKH™

O6GexTuBeH oTroBop [% 26,2 (21,7,31,2) 13,8 (9,0, 19,8)
(95% CD)]

OOeKTHBEH OTIOBOP 33.7(28,1,:39,7) 17,4 (11,5, 24,8)
(u3mepumo 3abonsaBane) [Yo
(95% CI)]

[TO(u3mepumo 9,2(7,2,10,4) 7,4 (3,9, NE)
3abonsBane)[Meceuu (95%

C]

CKI1 [% (95% CI)] 68,0 (62,8, 72.9) 39,7 (32,3, 47,3)

*Kpaiiiu TOUKH 3a OTroBOp, 0a3UpaHH Ha NOTBbPACHH W HENOTBBPACHH OTIOBOPH.
N=6poii nauuentu; Cl=noBepurencH uurepsaji; NE=He Moxe na Obae OLEHEHO; CKII=creneH Ha KJIHHH4YHa
non3a, [TO=npoaBIKHUTEITHOCT HA OTrOBOpA

®durypa2 Kpusn na Kaplan-Meier 3a npexussiemocT 0e3 mnporpecusi (OUeHKa Ha
H3cJeaoBaTes, intent-to-treat nonyaauus) —-npoyysane PALOMA 3

100 nan6ouuknu6+cdynBecTpaHT
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FUL=¢ynsectpauT; PAL=nan6ouuxnun6; PCB=nnauebo.

Ha6monasaH e HaMaJIeH PUCK OT MPOrpecHs Ha 3a00NsABaHETO WIH CMBPT B PAMOTO Ha (yJIBECTPaHT
UTI0C NaIGOLMKING BB BCHUKH OTAETHU MOArPYNHY NaLMEHTH, AeGUHUPaHH MO CTpaTH()HUKALIMOHHHTE
haKTOpH M M3XOJHHMTE XapakTepuCTUKU. ToBa € BHAHO MpU Mpe-/MepUMEHONay3alHu KEHH (HR
0,46[95 % CI: 0,28; 0,75]) u nocrmeHonay3anuu xenu (HR 0,52 [95 % CI: 0,40; 0,66]), 1 NaLMeHTH ¢
BHCLepaHO MeTtactatiyHo 3aGonssane (HR 0,50 [95 % CI: 0,38; 0,65]) u HesucuepalHO
meTtactaTuyHo 3abonssane (HR 0,48 [95 % CI: 0,33; 0,71]). Ilon3a cbiu0 € ycTaHOBEHAa HE3aBHCHMO
OT JIMHMHMTE HA MPEAXOJHA Tepanus B CTy4yail Ha MeracTasy, HesaBucumo aanu 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]), 1w > 3 nuumuu (HR
0,59 [95 % CI: 0,28; 1,22]). JIombJIHUTENHUTE MOKa3aTeaH 3a edukacHOCT (0OOEKTHBEH OTrOBOP W
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BpEMe 10 TYMOPEH OTTOBOP), OLIEHEHH B CyOrpynuTe NalMEHTKH ChC WK Oe3 BHCLIepaIHO 3a00nABaKe,
ca noka3aHu B Tabnuua 6.

Ta6auua 6 PesyaratH 3a eHKACHOCT NMPH BHCHEPAJHO H HEBHCUEPaJHO 3abojsiBaHe OT
npoyusaHeTo PALOMAZJ (intent-to-treat nonyJaums)

BucuepaJiHo 3a00/15BaHe HesucuepaJiHo 3a001siBaHe
DyaBecTpPaHT DyNBeCTPAHT QOyaBeCcTpaHT DyaBeCTPAHT
IJIK0C JIoc nauedo MJIKC nIoc nauedo
naJa0ouHKIHO (N=105) naJoouHKIHO (N=69)
(N=206) (N=141)
(O0eKTHBEH OTroBOp 35.0 13,3 135 14,5
|% (95 % C1)] (28,5; 41,9) (7,5;21,4) (8,3; 20,2) (7,2; 25,0)
Bpeme 10 TymopeH 3,8 5,4 3,7 3,6
OTroBOp,
MeauaHa [Meceuu (3:5:16.7) (3,5; 16,7) (1,9; 13,7) (3,4; 3,7)
(auana3on)|

*PesynTaTH 3a OTrOBOP, OCHOBaHH HA MOTBBPACHH W HEMOTBBPAEHH OTIOBOPH.
N=0poii nauuentH; CI=10BepHUTEJICH HHTEPBAJI.

Cpo6OIIEeHHTE OT MALMEHTUTE CUMIITOMH ca OLEHEHH Ype3 M3MOoJ3BaHe Ha BBIIPOCHHKA Ha EBponeicka
OpraHM3alLlksA 3a M3caeaBaHe H jiedyenne Ha paka (European Organization for Research and Treatment
of Cancer, EORTC) 3a ka4yecTBo Ha xuBoT (quality of life questionnarie, QLQ)-C30 1 HeroBus MoOIy.1
3a pak Ha mieuHata xse3a (EORTC QLQ-BR23). O6uio 335 nauueHTH B paMoTO Ha QynBECTpaHT
wioc nanbouukaub M 166 mauveHTH B paMOTO Ha (yJNBECTpaHT IUIOC Mianebo ca MONbIHWIH
BBIIPOCHHKA Ha H3XOJHO HHBO M IIPH MOHE €HO MOCELIEHHEe ClIe U3XOHO HHUBO.

BpeMeTo 10 BiOIIaBaHE € NPeNBAapUTENHO OMPEETeHO KaTo BPEMETO MEXAY H3XOIHOTO HHBO H
MbpPBATa M0ABA HA yBeJIHYeHHe > 10 TOUKH CIIPAMO U3XOIHOTO HUBO B CKOPOBETE Ha cUMITOMA Ooka.
Jlo6aBsiHeTO Ha NanOoLMKIKO KbM (yJIBECTPAHT BOAM A0 I10J13a MO OTHOLIEHHE HA CUMIITOMHUTE 4PE3
3HAYUTE/THO YABb/DKABaHE Ha BPEMETO [0 BJIOLIABaHE Ha CHMNTOMA 60JIKa B CpaBHEHHE C PyJIBECTPAHT
muroc mauebo (meauana 8,0 meceua cripsimo 2,8 meceua; HR 0,64 [95 % CI: 0,49; 0,85]; p<0,001).

Egexmu 6vpxy nocmmenonay3anHus eHOoMempuym

[IpeAKNTMHMYHHMTE JAHHA He TNpeanosaraT CTHMyJaupall e(ekt Ha (QyJBECTPaHT BBbPXY
MOCTMEHOMAYy3aJIHHA €HAOMETpUyM (Bx. To4yka 5.3). JIByCeIMHYHO Mpoy4YBaHe INpH 3ApaBH
MOCTMEHOMNAay3a/IHN XeHHu A00poBoiLM, NeKyBaHU ¢ 20 pg €THHHUJIECTPAaaHO/ IHEBHO, MOKa3Ba, 4e
npeaBapuTeNHa Tepanus ¢ ¢ynsectpaHt 250 mg BOJAM A0 3HAYUTENHO NMOHMXKEHA CTHUMYJaUMsA Ha
MOCTMEHOMNAay3aJHUs CHAOMETPUYM B CPaBHEHHE C MPeABAPUTEIHO TPETHPAHE ¢ Mauedo, yCTaHOBEHO
ype3 yJATpa3ByKOBO H3MEpBaHe Ha JieOe/InHaTa Ha EHAOMETPHYMa.

HeoatoBaHTHOTO JIEYEHHE C MPOABDKUTETHOCT A0 16 ceaMHULIM, NMPH NALMEeHTKH C paK Ha rbplara C
dbymsectpanT 500 mg unu dynsectpant 250 mg, He BOAM N0 3HAYMMHU NMPOMEHH B AedennHaTa Ha
eHJOMETPHYyMa, KOETO IOBOPH 3a JIMNCa Ha aroHM3pM. HsiMa NaHHW 3a HEXENaHW peaklUHH [0
OTHOLUEHUE HA EHIOMETPHYMa, MpU MPOYYBAHWTE MALMEHTH C paKk Ha repaara. HsMa naHHu Mo
OTHOIlIEHHE HA MOP(OJIOrUATa Ha EIHOMETPHYMa.

[Ipu aBe KpaTtkocpouHu npoyuBanus (1 v 12 ceaMMLM) NpH TNPEeMEHOMNAay3aJHH MAaLHUEHTKH C
n06poKauecTBEHO TMHEKOJIOrHYHO 3aboMsBaHe, MexXIy rpynure Ha (ysnBecTpaHT M miauedo He ca
Ha0MI01aBaHM 3HAYMMH pa3jiuKu B exorpadcku H3MepeHaTa nedelnHa Ha €HIOMETpUyMa.

Egexmu evpxy xocmume
HsaMa aearocpoyHy KIMHUYHH JaHHH 3a edekra Ha ¢yaBecTpaHT BbpXy KocTuTe. HeoaaoBaHTHOTO
NeYeHHe ¢ MPOABIKHTENHOCT A0 16 ceaMuLM, TIPH NALMEHTH ¢ pak Ha repaara ¢ gynsectpant 500 mg

16



win ¢ynsectpadT 250 mg, He BOAM A0 KJIMHMYHO 3HAYMMH NMPOMEHHU B CTONHOCTHTE HA CCPYMHMTE
MapKepy Ha KOCTHHUSA TbPHOBBP.

IleapaTpuyHa nomyJaauus

dynBecTpaHT He € NMoKa3aH 3a ynorpeda npu aeua.

EsponeiickaTa areHuMs MO JeKapcTBaTa OCBOOOXKAaBa OT 3aAb/DKEHHETO 3a MNPEAOCTaBiAHE Ha
pe3yITATUTE OT MPOYYBaHUATA C (PyJNIBECTPAHT BbB BCUYKH MOATPYNH HA NeJAHaTpH4HaTa NOMyJialus
3a paK Ha repaara (Bx. Touka 4.2 3a uH(OopMalLKMsa OTHOCHO NeJHaTpH4HaTa ynoTtpeba).

OtkpuTO mpoyuBaHe (asa 2 npocneasBa 6e3omnacHocTTa, epUKacHOCTTa H (papMaKOKHMHETHKATa Ha
dynsectpanT, npu 30 MoMHueTa Ha BB3pacT OT 1 10 8 roAWHH, C NPOrpecHBEH MPEXACBPEMEHEH
nybeprer, cBbp3aH CbC CHHApoM Ha McCune Albright (MAS). IleanaTpH4yHHTE MALMEHTH Ca
nonyyaBaiu 4 mg/kg MeceuHa HHTpaMycKysiHa no3a ¢ynsecrpaHt. Toa 12-MeceuHO MPOYy4BAHE €
npocineawio Habop OT KpaiiHM Toukd Ha MAS W mokassa peayuMpaHe 4ecToTaTa Ha BarMHaJIHO
KbpPBEHE, M pellylldpaHe CKOPOCTTa Ha yBENIHYaBaHE HAa KOCTHATa Bb3pacT. Hal-HUCKUTE MiIa3MEHH
KOHLEHTpaUMH Ha (QYNIBECTPAaHT B CTALMOHAPHO CBHCTOsAHHE MpH 1ela B TOBAa MpOy4YBaHE cCa
CBHU3MEPHMHU C Te3H NpH Bb3pacTHU (BX. Touka 5.2). Hama HOBH choOpaxeHus 3a Oe30MmacHOCTTA,
Bb3HUKHAIM B PE3YJITAT HA TOBA MAJIKO MPOYy4YBaHe, HO BCE OIlE HE Ca HAIMYHU 5-TOJAMIIHUTE TaHHHU.

5.2 @dapMaKOKHHETHYHH CBOHCTBA

AGcopOums

Cnen npuioKeHUe Ha JbAroAecTBallus QyIBeCTPaHT KaTO MHTpaMyCKyJIHa HHXEKLIHA, (ynBecTpaHT
ce pe3opbupa 6aBHO, @ MAKCHMAJTHUTE TU1a3MeHH KOHLUEHTPALMH (Cmax) C€ ZOCTUIAT CJIE/l OKOJIO 5 JIHH.
[Tpu npunoxenune Ha pynsectpant 500 mg, olue npe3 MbpBHsA MECELl C€ NOCTHUraT €KCIO3HLUHH, PaBHH
Ha WIK GJIM3KHM [0 T3, MPH CTalMOHAapHO cherosHue (cpeann [CV]: cvorBeTHo AUC 475 [33,4 %]
ng aau/ml, Cmax 25,1 [35,3 %] ng/ml, Cmin 16,3 [25,9 %] ng/ml). Ilpu cTauMoHapHO CBHCTOSAHHME,
asMeHaTa KOHLIEHTpauuss Ha (QyJlBecTpaHT c€ NoAAbp)Ka B CPAaBHHUTEIHO TECEH IMana3oH, C
NpUOAM3UTENHO [0 3-KpaTHa pa3jiMKa MeXAy MakCMMaJHUTe M HaH-HUCKUTE KOHLEHTPALMH. Cnen
HHTPaMyCKYJTHO TPWIOKEHHE, EKCMO3WLMATA € TNPUOTM3MTENIHO MPOINOpLUHOHANTHA Ha [03aTa B
no3oBusa auana3oH ot 50 go 500 mg.

Pa3npeneneHue

dynBecTpaHT uMa OBP30 M IMKUPOKO pasnpeneneHue. ['oneMusaT NpuBUAEH 00eM Ha pasnpeneeHHe
(Vdss) npH cTaliMOHapHO ChCTOsHUE - Mpubsin3uTenHo 3 1o 5 1/kg, npeanonara, ye pasnpeAeIeHUETo €
[MaBHO eKcTpaBacKyjapHo. DyJiBeCTpaHT ce CBbp3Ba B ronsma crened (99 %) ¢ mi1asMEHHUTE
nporeuHy. JlunonpoTenHuTe ¢ MHOro Hucka mrbTHOCT (VLDL), NMnonpoTeMHUTE C HUCKA MUIBTHOCT
(LDL) u nunonpoTenHuTe ¢ Brcoka rrsTHocT (HDL) ca rnaBHHTE CBBHp3BalM KOMIOHEHTH. He ca
NpOBENIEHH MpPOY4BaHMA 3a B3aUMOLENCTBHMA HA KOHKYPEHTHO CBbp3BaHe KbM npoTeHHH. He e
OMnpenesieHa posaTa Ha CBbp3Balliys NMOoJIoBHTE XOpMOHH rinodynuH (SHBG).

buoTpancdopmanus

MeTa6onu3mMbT Ha (YJIBECTPAHT HE € YCTAHOBEH HAMbJIHO, HO BKIHOYBA KOMOMHAUMM OT HAKOJIKO
Bb3MOXKHM MbTHLIA Ha OWoTpaHchopMauus, aHAJIOrHYHA Ha Te3H MPU CHAOTNeHHUTE CTEPOHIH.
Unentuduumupanute MetabonuTH (BKIOYUTENHO 17-KeTo, cyndoH, 3-cyndar, 3- u 17-rnok0poHUIHH
MeTaboIMTH) ca WM MO-MAIKO aKTHBHH, WM NMPOSABABAT CXOJAHA Ha ()yJIBECTPAHT aKTHBHOCT MpH
AHTHECTPOreHHUTe Mozenu. [IpoyyBaHMATA, M3MON3BALUM MpEnapaTd OT YOBELWIKH 4YepeH Apod u
PEKOMOHMHAHTHYM YOBELLKH €H3UMH noka3sar, ye CYP 3A4 e enuHcTBeHUAT P450 M30eH3UM, BKJIHOUEH
B okcHzauuaTa Ha dynBecTpadT. Bee nak M3riexna, ye Apyrd MbTHILA, KOUTO He ca CBbp3aHH ¢ P450,
NOMHUHHMPAT ToBeYe in vivo. In vitro naHHuTe npeanonarat, uye ¢ynsecrtpant He nHXUOUpa CYP 3A4
M30E€H3UMMTE.

EnumMuHupaHe

DynBecTpaHT ce eTMMHHUpA rJlaBHO nox ¢opmara Ha MeTabosuTH. OCHOBHHUSA IMBT HA EKCKPELUA €
ype3 deueca, ¢ no-Manko ot 1 % exckpeuus B ypuHara. @ynBecTpaHT UMa BUCOK KIHpbHC, 11 £ 1,7
ml/min/kg, npeanonarail BUCOKA CTENeH Ha 4epHOAPOOHA eKCKpeuusA. TepMHUHATHHUAT MOJYXHBOT
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(t'4), cnen MHTPaMyCKYJIHO NPHJIOKEHHE, ce OTpelesis OT CKOPOCTTa Ha abcopOuus U ce OUCHABA Ha
50 aHM.

Cneyuannu nonynayuu

[Tpu nonynaunMoHeH GapMaKOKHHETHYEH aHAIM3 HA JaHHU OT MpOy4BaHMA (a3a 3 He ca yCTaHOBEHH
Pa3HKHK BbB papMaKOKMHETUUHHS Npod i Ha PyIBECTPAHT MO OTHOLIEHHE Ha Bb3pacT (AMana3oH 33
no 89 roounmn), Terno (40-127 kg) unu paca.

bvbpeuno yspescoane
Jleko 00 ymMepeHo HapylieHue Ha ObOpeuHara (yHKUMsA He MOBIWsBa (apMaKOKHHETHKaTa Ha

¢dyaBecTpaHT 10 KIMHUYHO 3HAYMMa CTEMEH.

YeprHoopobHo yepexcoane

dapMakOKHHETHKATa Ha (yJBECTPAHT € OLEHEHAa B KIMHHUYHO MpOy4YBaHE C €JHOKpaTHa 103a MpH
JKEHH C JieKa 0 yMepeHa yepHoapo6Ha HenoctaThb4HOCT (k1ac A u B no Child Pugh). ITpunoxena e
HHTPaMYCKYJIHO BHUCOKa [103a C KpaTkoTpaitHo BbBexaaHe. HabntonaBaHo € 10 2,5 MbTH MOBHIICHHUE
Ha AUC npu *eHH ¢ YepHOAPOOHO yBpexaaHe, B CPaBHEHHE CbC 3/1paBu nuua. [Ipyn mauueHTH, Ha
KOMTO € TMpUIoXKeH (yaBeCTpaHT, Nogo6HO MOBHILEHHE HA EKCMO3HLMATA Ce OYakBa aa Obae nodpe
TonepupaHo. JKeHu ¢ Texka 4yepHoapobHa HepoctaTeuHOCT (knac C no Child Pugh) He ca oueHsABaHH.

ITeduampuyna nonynayus

dapMakOKHHETMKaTa Ha (YJIBECTPaHT € OLIEHEeHa B KJIMHUYHO MpOy4BaHe, npoBeaeHo npu 30
MOMHYETa C MPOrPECHBEH NpeXAeBpeMeHeH MmyGepTeT cBbp3aH cbc cuHapoM Ha McCune Albright
(MAS) (Bx. Touka 5.1). [NlequaTrpuunuTe nauMeHTH ca OMIM Ha BB3pacT Mexay | u 8 roauHu, U ca
nonyyasann 4 mg/kg MeceuyHa HHTpaMycKyjaHa Jo3a ¢ynBecTpanT. CpenHaTa reoOMETpHYHA
(CTaHOAPTHO OTKJIOHEHHeE) Hali-HUCKa KOHUEHTPAUUS (Crin,ss), B cTauMoHapHo cecrosiHue U AUC, ca
6unu cvorBetHo 4,2 (0,9) ng/ml u 3 680 (1 020) ng*hr/ml. Benpekn, ye crOpaHuTe AaHHH ca
OrpaHHY€HH, Hal-HUCKUTE KOHLIEHTpALWH Ha (yJIBECTPAHT B CTALlMOHAPHO CBLCTOAHHE INpH Oeua
W3rJIeXk1a ca CbU3MEPUMHU C TE3H MPU Bb3PaCTHH.

5.3 TIlpeakJHHHYHH JaHHH 32 0€30MaCHOCT
OcTpaTta TOKCMYHOCT Ha (PyJIBECTPaAHT € HHCKA.

®ynsectpaHT 250 mg WHXEKLHMOHEH pa3TBOP U ApyruTe GopMH Ha (yaBECTpaHT ce noHacaT aodpe
NPH KUBOTHHCKHM BHIOBE, M3IOJI3BAHHM MPH NMPOYYBAaHHUA C MHOIOKpaTHO mnpuiaraHe. Cuura ce, 4e
JIOKQJIHUTE PEaKLMH, BKJIIOYUTEIIHO MUO3UT U 00pa3yBaHe Ha rpaHyJIOMH Ha HHXXEKLIHOHHOTO MACTO,
ce IbJDKAT Ha HOCHTEJIs, HO TEXKECTTa Ha MHO3HUTA MPH 3ailii HapacTsa ¢ QyJIBECTPAHT, B CPaBHEHHE C
KOHTpPOJINTE Ha (u3nosoruyeH pasteop. IIpu mnpoyysBaHMATa 32 TOKCHYHOCT C MHOIOKpaTHH
MHTPaMYCKYJIHH HO3M Ha (pyJIBECTpaHT MpU MIBXOBE H Ky4eTa, aHTHECTPOreHHaTa akTHBHOCT Ha
(ynBECTpaHT € OTrOBOPHA 3a MOBeYeTo e(eKTH, 0COOEHO BBPXY MEHCKAaTa peNnpoayKTHBHA CHCTEMA,
HO CBILO ¥ BBPXY APYTH YyBCTBUTEJIHM Ha MOJIOBUTE XOPMOHH OpPraHM ¥ Npu apara rnona. [1pu HAKOH
KyueTa, cIell ABJIroCpoYHo npuiokeHue (12 Mecela) B pa3TMYHH ThKaHH, € HAOIO1aBaH apTePHHT.

[Ipn nmpoyuBaHHMs BbpPXY Kyue€ra, ciel MNepopajHO ¥ HHTPAaBEHO3HO MPHJIOKEHHE, Ca YyCTaHOBCHH
eeKTH BBPXY ChPIEYHO-ChAOBaTa cucreMa (yieka enesauus Ha S-T cermenTta Ha EKI [mepopaniHO
NpUNOXeHWe] M CHHYCOB apecT NpH enHo Kyue [uHTpaBeHO3HO]). Te ce Habmonaear npH
eKCMO3ULIMOHHU HHUBA MO-BHCOKH, OTKOJKOTO NMpH NMauueHTUTE (Cmax > 15 MbTH), H BEPOSTHO ca C
OrpaHHY€HO 3HaYeHHe 3a CUI'YPHOCTTa IIPH X0pa, NpH NpujaraHe Ha KIMHWYHA 103a.

dynBecTpaHT HAMA FreHOTOKCHYEH MMOTEHLIHAJl.
dynpecTpaHT Mnoka3sa e(eKkTH BbPXY pernpoAayKuHaTa U eMOpHo/(eTaliHOTO pa3sBUTHE, KOUTO Ca B
ChOTBETCTBHE C HEroBaTa aHTHECTPOreHHAa aKTMBHOCT, B 103U CXOAHH C KJIWHWYHATA. [1pu rmurbxose,

ca HabmoaaBaHW OOpaTUMO NMOHWKEHHE HA YKEHCKaTa (HepTHIIHOCT U MpPEKHUBAEMOCT HA eMOpHOHa,
JINCTOKUA M YBEJIMYEH PHCK OT (PETAHM aHOMAIHMH, BKJIIOYHTEIHO Ha Tap3ajHara CTaBa. 3aiiiM, Ha
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KOMTO € 1aBaH (hyJIBECTPaHT, HE 3aAbpKaT OpeMeHHoCTTa. 3a0enA3aHu ca yBEeTHYEHHE Ha TErJIOTO Ha
IAaLeHTaTa ¥ MOCTHMIUIAHTALMOHHA 3aryba Ha deryca. iMa yBenuyeH pucK OT (eTanHH BapHauHuH
npH 3aiiuy (M3MecTBaHe Ha3aj Ha Ta30BUs MPBCTEH M 27 NpecakpaieH NpeLieH).

JIByroAMIIHO MpPOy4YBaHe 3a OHKOTMEHHOCT MpPH IUIBXOBE (MHTPAMYCKYJHO TMPUJIOKEHHE Ha
¢y BecTpaHT), MOKa3Ba yBelM4eHa 4eCTOTa Ha N00poKa4eCTBEeHH AHYHHKOBH IPaHyI03HO-KJIEThYHH
TYMOPH TIPH JXKEHCKH TUTBXOBE, NMpH BHcoKaTta ao03a 10 mg/mbX/15 OHM ¥ yBeIH4YeHa 4YeCTOoTa Ha
TeCTHKYJHM JlaliauroBd TyMOpH MNpH MBXKKMTE. B ABYyroauuiHO npoy4BaHE MpH MHIIKH 32
OHKOFeHHOCT (C €XEeIHEBHO TNEepOpalHO NPUJIOKEHHE) Ce YCTaHOBsBA MOBMIIEHA YE€CTOTa Ha
OBApHATHH CTPOMAJIHH TYMOPH OT MOJIOBH BbPBH (KakTo A0OpOKa4eCTBEHH, TaKa U 3JI0KaY€CTBEHH),
npu no3u ot 150 u 500 mg/kg/nHesHo. Ha HMBOTO, MpH KOETO HE C€ YCTaHOBsBa edekT 3a Te3u
HaXOJKM, HUBaTa Ha cucteMHa excrno3uuus (AUC) ca npubIM3HTENHO 1,5 MBTH OT OYaKBAHUTE HHUBA
Ha €KCMO3ULMs MPH XOpa, MPH XKEHCKUTE TUIbX0Be, U (0,8 MbTH NPH MBKKHTE TUIBXOBE, a NPH MHULLIKH
— npubausutenHo 0,8 MbTU OYaKBAaHUTE HHMBA HA €KCMO3MLUMA MPHU XOpa, ¥ MPH XKCHCKUTE, H TPH
MBXKKHTE MHIUKH. VHIYKUMATa HAa TaKUBA TYMOPH Ce€ ABDKH Ha (apMakoJOrM4HO 0OyCIOBEHHTE
EHIOKPUHHH MPOMEHH 110 MéXaHU3Ma Ha oOpaTHaTa Bpb3Ka Ha HUBaTa Ha TOHAIOTPONKUHHUTE, Ib/IXKALIH
ce Ha aHTHECTPOreHHTE MpH XXMBOTHUTE ¢ ecTpyc. ETo 3amio, ce cMATa, 4€ Te3H HAaXOAKH HAMAT
OTHOLLUEHHE KBbM IPUIIOKEHHETO Ha (yJIBECTPAHT MPH MOCTMEHOMNAY3aIHU )XKEHHU C HANpeaHal paK Ha
rbpaara.

OueHka Ha pyCKa 3a OKOJIHATa cpena (ERA)

[IpoyuBaHHs 3a OLEHKA HAa PHCKa 3@ OKOJIHAaTa Cpe/la IEMOHCTPHUPAT, Y€ (yJIBECTPAHT MOTEHLUMAIHO
MOJK€ [a MPUYMHH HexenaHu edeKT BbpXy BOJHATA OKOJHA cpena (BXK. Touka 6.6).

6. ®APMALEBTHYHH JAHHH

6.1 CnHcbK Ha NOMOLUHHTE BELIECTBA

Eranon (96 npoueHTa)

Bensunos ankoxon (E1519)

bensunbensoar

PHLIMHOBO Macno, pap HHUPAHO

6.2 HecbBMECTHMOCTH

[Ipu nMMnca Ha MPOY4BAHMSA 3a HECHBMECTHMOCTH, TO3M JIEKapCTBEH MPOAYKT He TpsAbBa N1a ce cMecBa
C APYTH JIEKApCTBEHH MPOLYKTH.

6.3 Cpok Ha roaHocT

2 TOOHUHH

6.4 ChneunajJHH YCJIOBHSl HA CbXpaHeHHeE

To3u nekapcTBeH MPOAYKT HE U3MCKBA CNIELIMATIHU TEMIIEPATYPHH YCJIOBHSA Ha CbXPaHCHHE.

[IpeaBapuTENIHO HAMbJIHEHATa CMPHHLOBKA Ja C€ CbXpaHsiBa B OpMrMHA/HATa ONAKOBKA, 3a Ja ce
Mpeana3y OT CBETJIMHA.

6.5 BuIH chAbLPKAHHE HA ONAKOBKATA

CbaABPKAHHETO HA KOMIUIEKTA C MPEABAPUTEIHO HalTb/IHEHATa CMPHHLIOBKA € OT:
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Enna npo3pavHa, cTekieHa (Kiaac 1), npeasapUTeIHO HalTbJIHEHa CIPHHLIOBKA C MOJIMCTHPEHOBO
GyTaso U CTOMep ¢ MIacTMacoBa Karayka ¢ TBbPA HaKpalHHUK, ChbabpXKama 5 ml HHKEeKLMOHEH
pa3TBOP.

Ocurypena e ob6e3zonacena urna (BD SafetyGlide) 3a cBbp3BaHe € TAJIOTO Ha CIIPHHLIOBKATA.

Hnu

JIBe nMpo3payHH, CThKJIEHH (Kiac 1), npeaBapUTEIHO HANIbJTHEHH CIPUHLIOBKH C MOJIMCTHPEHOBO
GyTaJIO M CTONeEp C IIaCTMAcoBa Kanayka ¢ TBbP/l HaKpaiHHUK, BCAKa OT KOMTO ChAbpxka 5 ml
MHXXEKLIMOHEH Pa3TBOp.

Ocurypenu ca 2 obesonaceru urnu (BD SafetyGlide) 3a cBbp3BaHe C TAIOTO Ha BCAKA CIIPHHLIOBKA.

Hnn
[LlecT mpo3pauHH, CTBKJIEHH (Kjac 1), npeaBapUTEIHO HANBJIHEHH CIPUHLIOBKH C MOJIMCTHPEHOBO
6yTaso M CTOMnep C NIacTMacoBa Kanayka ¢ TBbpJ HaKpaiHMK, BCAKa OT KOUTO ChAbpXa 5 ml

HHXXEKLIMOHEH pa3TBOP.
OcurypeHnu ca 6 o6ezonacenu urnu (BD SafetyGlide) 3a cebp3BaHe € TAIOTO Ha BCAKA CIIPUHLIOBKA.

He BCHuYKM BUIOBE ONMAKOBKH Morar jaa 6baat nycHaTH B npoaaxoa.

6.6 CneunaJHH NpeANa3HH MEPKH NPH H3XBbPJsAHE H padoTa

UHCTPYKLIMH 33 NIPHUIIOKEHHE

[Tpunaraiite HHXKEKLHATA CIIOPE] MECTHUTE PHKOBOICTBA 32 M3BBPLIBAHE HA HHTPAMYCKYJTHH
UHXXEKLIHH C ToJIAM o0eM.

3ABEJIEXKA: IMopaau 61u30CTTa Ha MOIeXallHs CeAUTUILEH HEPB, HEOOX0AMMO € BHUMaHUE NPH
npunarade Ha Faslodex B nop3oriyreannara obnact (Bx. Touka 4.4).

BHuMaH#ue - npenu yrnorpeda He crepunusupaiTe obe3onaceHara uria (MoJAKoXHa uria ¢ npeanasures
BD Safetyglide™ ) B aBroknaB. BB BCekH eIMH MOMEHT Mo BpeMe Ha paboTa ¢ Wriaara W rnpu
H3XBBPJISHETO M pbleTe TpsaOBa na ocrasar 3aj Hesl.

3a BCsiKa OT ABETE CIPUHLIOBKH:
- M3Banere CTHKIEHOTO TAIO HA CIIPUHLIOBKATA OT KYTHATA U NMPOBEPETE JATH HE € MOBPEACHO.
- OTBOpeTe BHHIIHATA ONaKoBKa Ha obe3onaceHara uria (SafetyGlide).
- [Mpenu npuioKeHHe NapaHTEpAIHUTE pa3TBOPH TPAOBA 1a Ce MPOBEPAT BU3yaTHO 33 BHIAUMH
4yaCTHLIM M MPOMsIHA B LIBETA.
- JIppkKTe CIpUHLIOBKAaTa W3npaseHa 3a opedpenara yact (C). C apyrara pbKa XBaHETE Kana4eTo
(A) ¥ BHMMATEJTHO IO HaKJIaHANWTE Hanpea-Ha3al, 10KaTo C€ OTACIH U MOXe J1a C€ U3Abpna; HE

Bbprere (BxK. Purypa 1).
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Qurypa |

- OtcrpaHeTe kana4yeTo (A) ¢ ABHXEHHWE MPaBO Harope. 3a Aa 3ana3ure CTEpHIHOCTTA, HE
IOKOCBaliTe BbpXa Ha cipuHLoBKaTa (B) (Bx. @urypa 2).

®@urypa 2

- 3akpernere obe3omnaceHara urjia KbM HakpaiHuKa Tdn ,,Jlyep-JIok™ U s 3aBbpTeTE, 10KATO CE
3akpeny ctabunHo (Bx. @urypa 3).

- [IpoBepeTe Aanu uriara e 3akiatodeHa B Jlyep-KoHeKTopa, npeau Ja NpOMEHUTE BEPTHKATHOTO
MOJIOXKEHHE Ha CIIPUHLIOBKATA.

- WU3nbppnaiiTe npeanasuTeis Ha Mrjiata npaBo Hampes, 3a 1a He yBpPEIUTe BbpXa H.

- JloGnuxere CIpUHLIOBKATA 10 MACTOTO HA NMPUJIOKEHUE.

- OTtcTpaHere npeanasyuTes Ha uriara.

- M3roHere U3JIMILIHKS Bb3AYX OT CIPUHLIOBKATA.
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Qurypa 3

- [Tpunoxere 6aBHO HHTPAMYCKYJTHO (1-2 MUHYTH/MHXEKLHA) B CEJAIMLIETO (rTyTeanHara
obnacr). 3a ynoOCcTBO Ha nmpuaralus HHXEKLUHUATa, CKOCeHaTa CTpaHa Ha MrijiaTta €
OpHEHTHPaHAa KbM JiocTueTo (Bx. Purypa 4).

®durypa 4

- Bennara cnen MHXEKTHPAHETO C €1MH NPBbCT HATUCHETE JIOCTYETO, 32 1a aKTUBHpaTe
npeanasurens (Bx. purypa S).
3ABEJIEXXKA: [1py akTUBHpaHETO He HacO4BaiTe Uriaata KbM ceOe CH WIM KbM JpYTrH XOpa.
H3uakaiiTe 1a yyeTe LIpaKBaHe W MOrJ€IHETe Jajld BbPXbT HA UIJlaTa € HAMbJIHO NOKPHT.
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Qurypa 5

NU3XBBpIISIHE
[IpenBapHTETHO HAMMBJIHEHHUTE CIPUHLIOBKH Ca NMpeJIHa3HaYeHH CaMo 3a €JHOKpaTHa yrnorpeoda.

ToBa nekapcTBO MOXE JAa NpeAcCTaBisiBa PUCK 3a BOAUTE B OKOJIHaTa cpena. Heusnon3BaHUAT
JIEKapCTBEH NMPOAYKT WK OTNAAbYHUTE MAaTEPUAIH OT HEro TpsAdBa a ce U3XBBPJIAT B CbOTBETCTBHE C
MECTHHUTE U3UCKBaHMA.

7. HNPHUTEXATEJ HA PABPELLHEHHUETO 3A YIIOTPEBA

Pharmascience International Ltd

Lampousas 1,
1095 Nicosia

Kunsp

8. HOMEP(A) HA PAZPELHIEHUETO 3A YIIOTPEBA

Perucrpauuoner Ne 20200163

9., JATA HA I'bPBO PABPEHIABAHE/IIOJAHOBSIBAHE HA PASBPELIEHHETO 3A
YIIOTPEBA

JlaTta Ha mbpBO paspewasane: 02.10.2020 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
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