1. HME HA JIEKAPCTBEHHA IMMPOAYKT

demapa 2,5 mg dunmupanu TadaeTku
Femara 2,5 mg film-coated tablets
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AKTHBHO BelliecTBO: neTpo3on (letrozole)
Besaka dpunmupana Tabnerxa cbabpiKa 2,5 mg neTpo3o.

[ToMoOLIHM BELIECTBOA C H3BECTHO ACHCTBHUE: BcAKa punmMupaHa tabnerka cbabpxka 61,5 mg nakrosa
(MOHOXHMApAT).

33 MBJIHUA CMTUCHK HA MOMOLLHMUTE BELIECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupany TableTky.

dunmupaHa tabaerka, TEMHO XbATa, KPBITA, IEKO ABOHHO M3NMbKHANA ¢ (aceTa, KaTo OT eAHaTa
cTpaHa € orneuarad Haanuc “FV”, a ot gpyrara — “CG”.

4. KJIMHAYHH JAHHH

4.1 TepaneBTHYHR NOKAZAHHA

. AZIOBaHTHA Tepanus IMpH KeHH B NIOCTMEHONAaY3a ¢ MO3UTHBEH 32 XOPMOHAIHH PEeLICNITOpU
MHBA3MBEH PaK Ha I'bpAaTa B HayaJieH CTaguH.
o PasmmpeHa agOBaHTHA TEPArKA Ha [IO3WTHBEH 3a XOPMOHATHH PELENTOPH UHBA3HBEH pakK Ha

rbpaarta [py XX€HH B [IOCTMCHOIAY 34, KOHUTO IIPCAH TOBA €4 OHITH JICKYBAaHH C THMDKCHCIJEH K4TO
CTaHAapTHA axOBAHTHA TCPAIln 34 11epuoi oT 5 rOJIUHM.

. Tepamnus oT NbpBa JMHUA NPU XKEHH B MOCTMEHONIAY3a C MTO3UTHUREH 3a XOPMOHAIHH peLENnTOpH
aBaHCHPAJ pak Ha rbpAaTa.
. Jleyenue Ha aBaHCHpaJl paK Ha rbpJarta Clie[l pEUMIMB WK NporpecHs Ha 3abongBaHeTo MpH

’KEHH C €CTeCTBEH HJIM H3KYCTBEHO MHAYLUUPAH MOCTMEHONAY3aEeH EHAOKPHHEH CTATYC, KOHTO
Npeay TOBA ¢a JICKYBAHH C AHTHECTPOrEHH.

. HeoanroBaHTHA Tepanus NMpH JKEHH B MOCTMEHOMNAy3a ¢ MO3UTHBEH 3a XOPMOHATHH PELIENTOPH,
HER-2 HeraTHBeH pak Ha rbplara, Ip¥ KOMTO XHMHOTEpaluATa HE € NoAXoAAlla W JIKIICBAT
noxKasaHus 3a He3aDaBHO ONEPATUBHO JICUEHHE.

He e nokasaHa e(yMKaCHOCT NIPY NALMEHTH C HEraTUBEH 332 XOPMOHAJIHHM PELIENTTOPH paK Ha rbp/ara.
4.2 Jlo3HpOBKA H HAYHH Ha NPRJIOKEHHE

Jlo3upoBKa
Bw3pacmuu u nayuenmu 6 cmapuecka gv3pacm
[IpenopbvuutenHaTa go3a ®emapa € 2,5 mg eaAnH MbT AHEBHO. He ce Hanara kopurupaHe Ha

MpH NALHUEHTH B CTApUYECKa BH3PacCT.

[Ipy nauMeHTH ¢ aBaHCHpal WM METacTa3vpall pak Ha repJara, neucHHero ¢ Pemapa
NPOABLIDKHA OTOraBa, I0KaTo € HAIKLIE Nporpecus Ha TyMopa.

[Tpu agloBaHTHA WK pa3lliMPEHa IOBAHTHA Tepanug JeyeHHeTo ¢ Demapa TpaOsa na np
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5 roWHY UNM A0 HACTHIBAHE HA PELIMIMNB HA TYMOpaA.

I[1pu anroBaHTHA Tepanus CEKBEHTHATa TepaneBTHUHA cxeMa (1eTpo30i 2 roAUHYU NOoCIeABaH OT
TaMokcHdpeH 3 roguHu) cbio TpAdBa aa ce uMa npeasua (Bx. TOUKH 4.4 1 5.1).

[Tpu HeoamoBaHTHA Tepanua neveHHeTo ¢ Gemapa TpabBa aAa ce NpoAb/xH 3a 4 10 8 Mecela, 3a Ja ce
MOCTHUCHE ONMTHMAJIHA TYMOPHA peAyKUHa. AKO HE C€ MOCTUrHe OCTATHUYHO TepareBTHYHO
noBnuABaHe, neueHuero ¢ Pemapa TpaOBa Na ce MpeyCTaHOBH M [a CC IUIaHUpa ONEePATUBHO JICUCHHE
H/WIH 14 ce 00CBHAAT ¢ MalMeHTKaTa ApYryd BaRpUAHTH 3a JICUEHHE.

Ileduampuuna nonyrayua
Mdemapa He ce npenopbuBa 3a ynoTpeda npu aeua v 1oHowM. be3onacHocTTa ¥ ePUKACHOCTTA Ha
demapa npH Aena W IOHOLIM Ha BB3PacT 10 17 rOAHMHH HE Ca YCTAHOBEHH. Hauiie ¢a orpaHH4EHH

JaHHH H HC MOrart Aa ObaaT NaacHH MpeNoOpLKH 3a JO3HUPOBKATA.

bvbpeuno yspescoane

He ce nanara kopurupaHe Ha ao03ata Ha ®emapa npu naumMeHTH ¢ 6BOpeUHa HENOCTATBEYHOCT ¢
KpeaTHHHHOB KIKpBHC 2 10 m/min. Hama nocraTteyHO AaHHM NpH cily4an Ha ObOpeyHa
HEXOCTATBYHOCT C KpeaTHHHROB KIMpBHC nioa 10 ml/min (Bx. Touku 4.4 n 5.2).

Yeproopobro yapexcoane

He ce Hanara kopurupaHe Ha Ao3ara Ha Pemapa npH NaLKHEHTH C 1IeKa J0 YMEpPEeHa 4epHOApoOHa
HegoctaThuHocT (Knmac A win B o Child-Pugh). HaMa nocTrars4HO JaHHH 3a NMALMEHTH C TEXKO
yepHoApoOHO yBpexaane. I1pu mauueHTuTe ¢ Texko HyepHoapobHo yspexane (Knac C no Child-
Pugh) e He06X0AMMO BHUMATENHO NMpOCAEASBaHE (BXK. TOUYKU 4.4 1 5.2).

HauuH Ha NPUIOKEHHE

demapa TpsaOBa 1a ce npyUemMa NEpopaTHO H MOXE Aa CE npueMa CbC Win 6e3 XxpaHa.

[MauueHTHT CNEABa Aa NpMeME NPOITyCHATAaTa 1033 BEAHAra 1HOM Ce CeTH. AKO € HaDIMKWIO BPEMETO
3a TIPMEM Ha CJie/(BaiiaTa Ao3a (He nmopede oT 2 WM 3 4aca), NnporycHaTara 103a TpabBa Ja ce
NMPECKOYH W MallMEHTKATa a IPHEMeE CleaBallara A03a B obuvarinoro Bpeme. Jlosure He TpsaOBa 1a ce
yIBOSIBAT, 3allI0TO NPU AHEBHM [03H HaJ NpPENopbYHTEIHATA 1032 OT 2,5 mg ce Habmoaasa
HEMpPONOPLMOHAHOCT B CHCTEMHATA EKCMO3ULMA (BXK. TOUKA 5.2).

4.3 IIpoTHBONMOKA3AHHA

. CBpBbXYYBCTBHUTETHOCT KbM aKTHBHOTO BEIIECTBO WIH KbM HAKOE OT NOMOLIHWTE BEWIECTBA,
130poeHH B Touka 6.1

. [IpeaMenonay3aieH €HAOKPHHEH CTaTYyC

o bpemenHocT (BXK. TOUKa 4.6)

. KbpMeHe (BXK. TOuKa 4.6)

4.4 CneunajJHy NpeaynpexieHHs M MpeANnazHu MepPKH NpH ynorpeda

MeHonay3alleH cTaTyc
[Mpy naiMeHTH, MPH KOUTO MEHOMAY3AITHHAT CTATYC € HEeACEH, TpA0Ba Ja Ce M3C/IeBAT HUBATA HA

nyteunusupatng xopmoH (LH), doamkynocrumynupawmng xopmod (FSH) w/unu Husara Ha
ecTpaaHol peH Aa ce 3anouHe nevyeHue ¢ Pemapa. CamMo keHH ¢ NOCTMEHOMNAY3a/leH €HIOKPUHEH
craTyc Tpabea na nony4apar Oemapa.

bu6peuHo yBpexaaHe
(demapa He € NpoyYBaHa NpU AOCTaTb4YeH OpOii NALMEHTH C KPEATHHHHOB KITHPBLHC 101

[Tpu TakKBa nauyeHTH TpAOBA BHUMATENHO J1a Ce MPELEHH MOTEHUHATHOTO CHOTHOLIES
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H TEPMHHATHUAT MOMYKHUBOT ca OuNK Npubau3UTenHO NABOWHO 1O-BUCOKH B CPABHEHHE C TE3H TPH
3ApaBH A0OpoBoaLU. [Topaau Tasu NpUYKMHA TaKUBa NalUMEeHTH TpAOBa fa ObaaT Noj HenoCpeACTBEHO
HabnrogeHue (BXkK. Touka 5.2).

EdeKTH BbpPXY KOCTHTE
demapa e MOLIHO eCTPOreH-NOHIKaBaIlLo cpeAcTBO. [IpH xkxeHUTe ¢ aHaMHE3a 3a OCTEONOpo3a W/HH

dpaKkTypH, KAKTO Y TE€3H, KOUTO Ca C NMOBHILIEH PUCK OT pa3BUTHE Ha OCTEONOpO3a, Tpabea aa Onae
onpeaeneHa KOCTHATA IUTBTHOCT NPEAU 3an04BaHE Ha AZII0BAHTHA WH pa3llUpeHa aAOBAHTHA
Tepanus 4 Aa ObAAT NPOC/IEACHH 10 BPEME HA U CAEI MPHIUIKOUBAHE Ha JICUEHHETO C NETPO30J. AKO €
Heobxoaumo, TpaOBa na Obae 3an04HATO NEYECHHUE WIH NMPOPUIAKTHKE Ha OCTEONopo3ara H Aa Obaar
BHUMATEIHO NpocieaBaHu. [Ipy afioBaHTHA TEpanuUs MOXE CBLLIO TaKa J1a C€ UMa NpeaBUa
CEKBEHTHA TEPANEBTHYHA ¢xeMa (JIETPO030 2 FOAHHM NOCAEeABaH OT TAMOKCH()EH 3 roaAnHK) B
3aBUCUMOCT OT npoduna Ha 6€30MacHOCT NIPH CbOTBETHUA NAaLMEHT (BX. To4ku 4.2, 4.8 n 5.1).

TeHAUHHUT ¥ pyNnTYpa Ha CYXOXHIHATA

Moike na ce pa3BHe TEHAUHUT M Aa HACTHIM PYNITYpa HAa CyxoxunuaTa (peaxku). Tpsabsa aa ce
3aMoO4YHE BHUMATEIHO NMPOC/IEAdBaHE HA NALUUECHTUTE U Aa ce NpeaNnpHeMaT NOAXOAALIH MEPKH 3a
3aCE€rHaToTO CyXoxMIKe (Hanp. uMoOwIn3aums) (Bx. Touka 4.8).

Hpyru npeaynpexaeHuus
EaHoBpemenHoTO npunoxeHue Ha GemMapa ¢ TaMOKCH(EH, APYrH aHTHECTPOI€HHU HIH €CTPOTreH-

CBAbPKALIH JICKAPCTBA TpAOBA Aa ce M304rea, Thil KaTo Te3M BelLIECTBA MOraT Ja HAMAJIAT
(apMaKOIOrHHHOTO JefCTBHE Ha JIETPO30M (BXK. TOUKA 4.5).

deMapa crAbPHKA JTAKTO38
[TanmeHTH C peKH HACAEACTBCHU NPo0IeMH HAa HEMOHOCHMOCT KbM TaJlakTo3a, MbJIEH JIAKTa3eH

Ae(PHULMT WITH MIIOKO30-ralakTo3Ha Manabcopbuua He TpgbOpa ga npueMar TOBa IEKapCTBO.

demapa chabpaKka HATpUi
Topa nekapcTBO ChAbpKa No-Manko ot 1 mmol HaTtpu# (23 mg) Ha dunMupaHa TablieTKa, T.e. MOXe

Ad CC KaXKC, HC [IPAKTHYCCKH HE ChAbLPKA H&Tpl‘lﬁ.

4.5 B3anmoaeficTBHe C APYIH JIeKAPCTBEHH NPOAYKTH H APYrH POPMHM HA B3aHMOAeHCTBHE

MeTtabonuaMbT Ha NeTpo30i ce ocbllecTBaBa Upe3 CYP2A6 u CYP3 A4, Llumetuaux € cnab,

HecneunpuueH HHxUOKTOp Ha CYP450 eH3uMHUTE ¥ HE NOBNKABA I1A3MEHUTE KOHLIEHTPALMH Ha
nerposon. EdpextbT Ha MouHu HHXHOUTOpH Ha CYP450 He u3BecTeH.

KbM MOMeHTa HAMa KIMHHUYEH ONMUT ¢ npuiaraHeTo Ha Pemapa B KOMOHHALIMA C €CTPOreHH HIIH
JAPYTH IPOTHBOPAKOBH CPEACTBA, Pa3IuiHU OT TaMokcHdeH. TamokcudeH, apyry aHTHECTPOreHH HIH
€CTPOreH-ChAbPKALLH JIEKAPCTBA MOT'aT 4a HaMaAT apMaKoJIOru4HOTO AECHCTBHE Ha IETPO30J1.
OcBeH TOBa € YCTAaHOBEHO, Y€ €IHOBPEMEHHOTO NMPHIIOKEHHE Ha TAMOKCH(EH C NETPO3011 3HAYMTENHO
HaMafBa rna3MeHaTa KOHLIEHTpauus Ha 1eTpo30J. EAHOBpeMEHHOTO MPUNOXKEHHE HA NIETPO30JI ©
TaMOKcH(eH, APYTH aHTHECTPOr€HH U ecTporeHH Tpabsa ga ce usbsrea.

JleTpo3oa nuxubwupa in vitro uutoxpom P-450 uzoeHzumute 2A6, a cbuo H 2C19 B yMepeHa cTeneH,
HO KJIMHHYHATA 3HAYUMOCT He € AcHa. [lopaau Ta3H npyuuyrHa € HeoOXOAMMO MOBHILEHO BHUMAHHE
NpK eJHOBPEMEHHO MNpUJiaraHe Ha NETPO30N C NEKAPCTBEHH MPOAYKTH, YHETO €IMMHHUpPAHE 3aBUCH
NpeaUMHO OT T€3H U30EH3UMH H KOMTO UMAaT TECEH TEPANEBTHUYEH HHAEKC (Hamp. GeHUTOHUH,
KJIONUAOorpen).

4.6 @epTHIANTET, BpeMEHHOCT H KbpPMEHe

HeHu ¢ ACPHMCHONAY3aJICH CTATYC WIH € ACTCPONCH NOTCHHHAN

(Demapa TpaOBa Ja ce npuara camo NMPH XKEHU ¢ ACHO YCTAHOBEH NMOCTMEHOMNAY3aJIEH €
Touka 4.4). Tbi kaTo HMa ChOOIEHHA 38 XKEHH C Bb3¢TAHOBEHA ANYHHUKOBA PYHKUMUA MO
neydeHHeTo ¢ Pemapa, HE3aBHCHMO OT ACHMA NMOCTMEHONAY3aJIEH CTATYC MPH 3arouBaHe H




JIEUEHHETO, NIPH HEOOXOAUMOCT NEKapAT TpAOBA 1a 00CHAM MPOBEXKAAHETO Ha NOAX0AA1IA
KOHTpaLenLKA.

bpeMeHHOCT
Ha 6a3a Ha onUTa npH Xopa, MpH KOMTO UMA M30/IMPAHHM CIyHaH Ha BPOJACHH nedeKTH (CpacTHaIH

nabuu, reHUTaNUKU OT cMeceH THI), DeMapa MOXKe 1a MPHYHHABA BPOACHH MaJIpOPMALIMH, KOraTo ce
rpunara no speMe Ha 6pemeHHoCT. IIpoyuBaHuATa NPH XKUBOTHH NOKA3BAT PENPO]YKTHBHA
TOKCHYHOCT (BXK. TOuKa 5.3).

demapa e NpOTUBONOKA3aH Mo BpeMe Ha 6peMEeHHOCT (BX. TOUkH 4.3 U 5.3).

KbpMmeHe
He e W3BeCTHO JajH JIETPO301 U HETOBHTE MeTabONKTH ca eKCKPETHPAT B KkpMaTa. He Moxe 1a ce

M3KJIFOYH PUCK 33 HOBOPOJICHHTE/KbpMaueTaTa.
demapa e NPOTHBOMNOKA3AH 10 BPEME Ha KbPMEHE (BXK. TOUKa 4.3).

depTUAMTET

DapMaKkoJIOTHYHOTO JSHCTBHE Ha JIETPO30JI € Aa HaMalsasa IPOU3BOICTBOTO Ha €CTPOTeHH Ype3
uHxuOHUpaHe Ha apomara3ara. [Ipu xeHu npean MeHomnay3a, HHXHOHPaHETO Ha eCTPOreHOBHS CHHTE3
BOJM 0OpaTHO A0 MOBMILABaHE HAa HUBaTa HA roHagoTponuHuTte (LH, FSH). [loBuuiennte HuBa Ha
FSH oT ¢BOA ¢TpaHa CTUMYAHPAT (QONUKYNAPHHUA PacTeX U MOTaT J1a NPeAH3BUKAT OBYNaLus.

4.7 EdexTn BbpXy cnocobHocTTa 32 odHpaHe H paboTa ¢ MAIIHHA

(demapa NOBNHSABa B MAJIKa CTelleH criocoOHOCTTa 3a odupaHe U paboTaTa ¢ MalMHU. T kaTo npH
ynorpebara na demapa ca HabmoaaBaHH YMOpa W 3aMasHOCT, U HEYECTO ce chodilana 3a ChHIMBOCT,
ce MPEnophYBa MOBHILEHO BHUMAHHWE NpH wodupaHe Win paboTa ¢ MALLIHHA.

4.8 Hexenann NeKapCTBEHH PeAKIHY
O6001eHKe Ha ripoduna Ha Ge3onacHoOCT

YecTOTHTE HA HEXenaHHUTE peakuuu npu Qemapa ca 6a3MpaHy NPEIWMHO Ha JaHHH OT KIMHHYHHTE
NU3MUTBAHHA.

[Mpubnu3urenHo Npy eAHa TPETa OT MALUEHTHTE, JIEKyBaHH ¢ DeMapa NpH HATHYHH METAcTasH v
npuSan3HTENHO npu 8§0% OT NaLMEHTHTE KA AAIOBAHTHA TEPaNH, KAKTO H NPH TE3H Ha pasiiMpeHa
aJlOBaHTHA TEPAlHs ce HAabIOAABaT HEXKeTaHM PeaKLHH. DONUHHCTBOTO OT HEXENAHUTE PEAKLIHH

Bb3HHKBAT MNPE3 IMbPBHTEC HAKONKO CCIAMHLUH Ha JCUCHHUCTO.

Haji-uecTo ¢ch0oOLIIaBAHUTE HEXKEAHU peakKuruH nmo BpCME Ha KITHHHYHHTC IIpOYHBaHHUA Ca IN'OPCIIH
Bb/IHH, XHACPXOJICCTEPOICMHIA, apTpaJirii, yMOpa, HOBHLICHO 1I0OTCHC M I'aJCHC.

Ba)kHH JOIMBJIHUTENHH HEXENaHU peakliMi, KOUTO MOraT Ja Bb3HUKHAT NpH NedeHHe ¢ Demapa ca:
CKE/IETHO-CBbP3aHH ChOMTHSA KAaTO OCTEONOPO3a W/HIM KOCTHH (PPAKTYPH H CbpAEHHO-CHIOBH
cbOUTUS (BKIOUHUTEIHO MO3BYHO-ChI0BUH U TpoMOoeMOoMuHM cbOUTHA. YecToTaTa Ra Te3u
HEXEJIAHW peakLnK € onucaHa B Tabnuua 1.

TabauyHo npeacrapaHe Ha HEKC/IAHH PCAKLIHH

YecTOTHTE HA HeXKeNaHUTe peakiyi npy Pemapa ca 6a3zupaHy NpeAMMHO Ha JaHHH OT KJ
M3NHTBAHHA.

CrneaBamiMre HesKeJlaHU JIEKapCTBEHU peakuuu, n30poend B Tabnuua 1, ca crobiue
KJIHHUYHUTE MPOYUBAHUA H NOCTMAPKETHHIOBHUSA onuT ¢ DeMapa:

Tabauna 1 \ %
HexenaHure peakunm ca K1acHPUUKMpaHi B 3aBHCHMOCT OT 4eCTOTaTa, KaTo ce 3&1101113% "
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YEeCTUTE, CHIJIACHO ClIeAHAaTa KOHBEHLINA: MHoro yecty (=1/10); yectn (=1/100 go <1/10); HevecTy

(=1/1 000 po <1/100); peaku (=1/10 000 go <1/1 000); muoro peaxu (<1/10 000); c Hen3BecTHa
yecToTa (OT HAMMYHHUTE AaHHH HE MOXe Na Obae HanpaBeHa OLIEHKa).

Hudexunn 1 nHPECTARHH

HeuecTu Undexuma Ha MUKOYHMTE MBTHLLA
HeonnaiMu — 100poKadecTBEHH, 3JI0KAMECTBEHH H HeonpeAe/IeHH (BKJ. KHCTH H MOJIHITH)
Heuectw TymopHa Gonka
HapyuieHus Ha KPBLBTA H JTHMQHATA CHCTEMA
HeuecTn JleBKONEeHHUA
Hapymenus Ha HMyHHATA CHCTEMA
C Heu3BecTHA AHa(HUNaKTHYHA peaKlus
4eCcToTA
Hapymwenus Ha MeTa00/IH3MA H XPAHEHETO
MHoro 4yectH XHUIEPXONECTEPOIACMHUS
Yectu HamaneH aneTur, nopuilieH aneTuT
[IcHXH9HH HApYIIEeHHA
YectH Jlerpecus
HeuecTy TpeBoxKHOCT (BKTIOYHUTENHO HEPBHOCT), pa3Apa3HUTEIHOCT
Hapymenus Ha HepBHATA CHACTEMA
YecTH I'naBobonue, 3aMasgHOCT
Hedect CbHNIMBOCT, O€3ChHHE, HAPYIIEHUA B MAMETTa, JU3ECTE3UA ( BKIKOUATE/THO

napecTe3nsa, XHNoecTe3us ), IMCrey3us, MOIbYHO-ChAOR HHLIKAEHT, CHHAPOM Ha
KapnajHUA KaHa
Hapymieuust na ounrte
HeuecTu Karapakra, Bb3naI€eHHE HA OKOTO, 3aMBIJICHO 3pEHHUE
ChpAeYHH HAPYINECHHS

Yectn | Mannurauuu!
Heuectn TaxHKapaHsa, MCXEMHYHH ChPASUHO-CHAOBU ChOUTHA (BKIIOUHATEIHO HOBONOSBUIIA
C€ WIH BJIOILIABALLA CE€ CTEHOKAPANA, CTCHOKAPAHSA, U3UCKBALUA ONIEPATHBRO
neyeHHe, MHOKapIeH HHGAPKT U MUHOKApPAHA UCXEMHUA)
CbI0BH HaApYHIEHHS

MHOro 4ecTH [Copeliu BbIHM
YecTH XHUMepTOHHUS
Heuectn Tpombodnedbut (BKMOUKHTEIHO NOBLPXHOCTEH M IBJIOOK BeHO3eH TpoMbodnebur)
Peaku Benoapobua tpomboembonus, aprepuanHa TpoMmbo3a, MO3bueH HHDAPKT
PecnupaTopHH, rPbAHH B MEAHACTHHAJIHM HAPYIIEHUS
HeuectH JucnHed, Kauivlua
CromalmiHO-UpeBHH HAPYIICHHS
YectH ["agene, qucnencus', 3anek, kopeMHa 00nka, IHapHs, NOBPBINAHE
HeuecTH CyxoTa B ycTaTa, CrOMaTHT
XenaToOMARAPHHE HAPYIUCHHS
HeuecTH [losumenn yepuoapobuu eH3uMH, XUNEpOMIUPYOHHEMHS, X bITEHULA
C Heu3BecTHA XenaTtur
4yecToTa
HapyumieHHs Ha KOXKATA H NOAKOXEATA ThKaH
MHOro 4yectu XHUnepxuaposa
YectH Anoneuus, oOpHuB (BKIIOUYMTENHO EPUTEMATO3EH, MaKyJIONaNy/IapeH,
ncopuasupopmMeH U BE3UKYJ1apeH) cyxXa KoxKa
HeuectH [Ipypurtyc, yprukapus
C "Hen3BecTHA AHruoeneM, TOKCHUHA €nnaepMalHa HEKPOJIU3a, EpUTEMA MY
4€CTOTA




Hapymennn HA MYCKVJIHO-CKCJIETHATA CHCTCMA H CHEAHHHTC/THATA ThKaH

MHOrQ 4eCTH: ApTpanrus

Yectn Muanrus, kocrHa Gonka', octeonoposa, koctHi GPakTYPH, APTPUT

HeuectH TeHauHHAT

Peakn Pyntypa Ha CyXOXXWUIUATA

C Heun3BecTHA Tpurep npbeT

4ECTOTA
HapymeHns na 0n0penuTe H NHKOYHHATE NHTHINA

HeuecTn [Tonakuypus
Hapylllennsa HA BL3NPOH3IBOAHTEIHATA CHCTEMa H I'bpaaTa

Yecrn BaruHaiaHO KpbBOTCUEHHE

HeuecTH BaruHanHo TeueHHe, By1BOBaruHajiHa cyxoTta, 60JIKH B I'bpJKTE
O0mu Hapymenns H epeKTH Ha MACTOTO HA NMPHJIOKEHHE

MHoOro uecTH YMopa (BISTIOUHTENTHO aCTeHUA, 0OLI0 HEPA3MOAOKEHHUE)

YecTH [Teprdpepru oTouu, 60K B FPLAHUSA KOLL

HeuecTu ['eHepany3upaH OTOK, CyXOTa Ha JIMTABULIWTE, KaXKa, MHPEKCHUS
Hicneasanus

YecTH [ToRHLUEHO TErNO

Heuectn HamaneHo terno

I Hexxenanu peakuuy, ¢bo011aBaHH caMo NMPH NMaLMEHTH C METacTasH

HsxoM HexeNnaHu peakiuyu ce cboOllaBaT ¢ MOAYEPTAHO pa3jiniHA YECTOTA MPH aJI0OBaHTHA Tepanus.
Cnejpammre TabJALM NMPEACCTABAT HHPOpMALUA 32 3HAUUTETHUTE pasiaukH npu Oemapa CripaMo
TAMOKCH(EH, NPUIaraHy KaTo MoHoTepanus u npu Gemapa-TaMokcHeH NpuiaraHu KaTo CEKBEHTHA
TepanuA:

Tabnanua 2 AnxosaHTHa MoHOTepanus ¢ GemMapa cnpaMo TAaMOKCH$EH, IPpUAAraH KaTo
MOHOTEPANMHSA — HEXKEJIAHH CHOHTHH CbC CHTHHPHKAHTHA PA3/IHKA

Pemapa, uecToTa Ha HeXe1aHOTO | TaMokcH(en, 4eCcTOTA HA
crOnTHE HeXKeJIAHOTO CLOHTHE
N =2 448 N =2 447
ITo Bpeme Ha [lo Bcako Bpeme | Ilo speme Ha | Ilo Bcsaxo Bpeme
NEUYEHHETO cnen JIEYEHHUETO caen
(Meanana 5r.) | panpoMusanudara | (Meguana S | paHOOMHU3ALMATA
(MeauaHa 8 1.) r.) (Menuauna 8 r.)
KocTtau ¢paktypu 10,2% 14,7% 7,2% [1,4%
OcTteonopoza 5,1% 5,1% 2, 7% 2, 7%
TpomboemMbonunU 2.1% 3,2% 3,6% 4,6%
CBHOUTHA
MuokapaeH HHPapKT 1,0% 1,7% 0,5% 1,1%
Xunepnnasug Ha 0,2% 0,4% 2.3% 2,9%
€HAOMETpUYMa/ paK Ha
€HIOMETPHYMA

3abenexka: [lepuonst “Tlo BpeMe Ha neueHueTo™ Bromousa 30 aAHM ciea nocneanara aosa. “Ilo seako
BpeMe" BIFOUBA NEpUOa Ha NPOCNeAsBaHe C/ie]l 3aBbPLUIBAHE WM NMPEKHCBAHE HA J€HEHHETO MO
BpeMEe Ha U3NHTBAHETO.




Ta6aupa 3 CexBenTHa Tepanus copsaMo PeMapa, NPHIATAaHA KATO MOHOTEPANHA — HEKE/JIAHH
CHOHTHSA CLC CHTHRPHKAHTHA PA3IHKA

Pemapa KaTo Pemapa- TaMmokcHpeH-
MOHOTEPANHSA >TaAMOKCHpeH >Memapa
N=12535 N=13527 N =1 54]
5 FOOHHH 2 rog.-> 3 roA. 2 rog.-> 3 rog.
KocTHH dpakTypH 10,0% 7,7%* 9,7%
[TponudepaTusHy 0,7% 3,4%** 1,7%**
HapylUIEHHS Ha
€HAOMETPHYMa
XHUnepxonecTepoIeMus 52.5% 44,2%* 40,8%*
["opewy BuAHU 37,6% 41,7%** 43,9%**
BarvHanHo KbpBEHE 6,3% 9,6%** 12,7%**
* 3HAUUTENHO TO-Maliko NpH Pemapa KaToO MOHOTEpanus
**  3paurTenHo noeeue npyd PemMapa KaTo MOHOTEPAIMA
3abenexka: [lepHoasT 3a crobiiaBaHe € 110 BpeMe Ha JIeYEHHETO WM 30 IHH ClIeA CIIHPaHe Ha
JICYEHHETO

Onucanve Ha W3bpaHKW HEXXEenaHH peakuuu

Heowcenanu peaxyuu cevp3anu cbe copyemo

[Npu anroBaHTHA Tepanus, B AOMTbJAHEHHE KbM AaHHHUTE, IpeacTaBeHH B Tabnuua 2, ce chobLuasar
C/AIEIHMTE HeXeNaHH cbOUTHA, CbOTBEeTHO npu Demapa U TamokcudeH (1pu MeaAnaHa Ha
MPOABIKUTEITHOCT Ha JieveHHeTo 60 mecena rumoc 30 quu): cTeHoKapAMs, H3HCKBallla ONEPaTHBHO
nedenue (1,0% cnpamo 1,0%); cepaeuna HepoctarsuHocT (1,1% cnpamo 0,6%); xunepround (5,6%
crnpsaMo 5,7%); MO3BYHO-CBAOB UHIIMAEGHT/TPAaH3UTOPpHA HCXEMHUHA aTaka (2,1% cnpsMo 1,9%).

[Ipu pasiuMpeHa aqOBaHTHA Tepanus CLOTBeTHO npu Memapa (MeaHaHa HA NPOABKUTEITHOCT Ha
JeyeHHeTo S roaMHd) ¥ miauebo (MeaHaHa Ha MPOAB/DKUTETHOCT Ha JICUEHUETO 3 TOMHH) C€
cboblIaRaT: cTeHOKapaAnA, H3WCKBaLLa onepaTusHo seucHue (0,8% cnpamo 0,6%); HoBonosiBHAa ce
WY BAoluaBaia ce creHokapana (1,4% cripamo 1,0%); muokapaed ungapkr (1,0% cnpamo 0,7%);
TpoMboembomHunn cuouTHa* (0,9% cnpamo 0,3%); uHcyaT/TpanzvropHa HcxemMHuHa artaka™* (1,5%
cnipsamo 0,8%).

CrournaTa, ordbeng3any ¢oc * UMaAT CTATHCTHYECKH 3HAYMMA Pa3IUKa B JIBETe TepalneBTHYHH paMeHa.

Crellemuo-ceup3aru CbOumus
3a JaHHUTE 3a 6€30NacHOCT MO OTHOLLIEHUE HA KOCTHUTE MPH aJIlOBAHTA TEPanHs, MOJIS OTHECETE Ce

KbM Tabnuua 2.

[Ipu pazmiMpeHa aJiOBaHTHA TEPANHMA MPH 3HAYMTENHO NOBEYE NALMEHTH, JIEKyBaHH ¢ Demapa, ce
Ha0MoNaBaT KOCTHH (QpaKTypH UK ocTeonopo3a (koctHu ¢paktypu 10,4% u octeonoposa 12,2%),
OTKONKOTO NPH NalHeHTHTE B IUtalebo-pamoTo (CroTBeTHO 5,8% U 6,4%). Meananara Ha
MPOAB/DKUTENHOCT HA IEYEHHETO € 5 roauuu ¢ Memapa, cnpamo 3 roanHu ¢ maanedo.

CowobliapaHe Ha NOAO3HPAHK HEXKENAHH PEAKLIUM

CpofliasaHeTo Ha MOAO3UPAHH HEXKENIAHW PeaKliMU Cle paspellaBaHe 3a YrnoTpeda Ha 1eKapCTBEHNA
MPOAYKT € BakHO. ToBa Mo3Bonigsa a NpOoAb/KU HabAI0ICHHETO HA CHOTHOLLIEHHETO MOJI3a/PUCK 3a
NeKapcTBeHHA NPOAYKT. OT MEIULIMHCKHTE CIELMATMCTH C€ H3HCKBA Ja ChOOILIABaT BCsAKA

MOAO3UpPaHa HEXeJIAHA peaKlua Ype3 HALMOHATIHHS PeryjaToOpeH OpraH Ha aapec:

HM3nbJIHUTETHA areHUMA 110 JIEKapCcTBaTa
yi. ,,JlamaH I'pyes” No 8

1303 Cogus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg




4.9 Ilpexozupane
Cno0ilaBaT ce U30NMpaHy CIy4au Ha npeao3upade ¢ Pemapa.
He e u3secTHO criellHpHYHO IeueHHE NPH MPEI03HPAHE, JICHEHHETO Tp40Ba Ja 6be CUMIITOMATHYHO

H NNOAOAbpAKALLO.

5. ®APMAKOJIOTrHYHHU CBOUCTBA

5.1 dapmMakoaHHAMHTHH CBOHCTBA

(DapMakoTepanesTHuHa rpyna: EHIOKpHHHA Tepanva. XOpMOHATHH AHTarOHUCTH U CPOAHH CPEACTBA:
apoMartazen uHxuouTop, ATC koa: L02BG04.

dapmMakOIUHAMUYHHN €EKTH

EnuMUHHpAHETO HA €CTPOreH-MEAMHUPAHOTO CTUMYJIMPAHE Ha pacTeka € NpeAnocTaBka 3a
NOBIHABAHETO Ha TYMOpA B CyHaHuTe, KOraTo pacTe)xa Ha TYMOPHA ThbKaH 3aBHCH OT NPHCBHCTBHETO
Ha €CTPOTEHH H C€ H3MO0JI3Ba CHAOKPHHHO JeueHHe. [1pH xKeHNTe B MOCTMEHOMNAY3a ECTPOrE€HH Ce
NPOMU3BEXIAT OCHOBHO 4pe3 AEHCTBHETO Ha €H3MMAa apoMaTasa, KoiTo npeodbpasysa HanbbOpeUHUTE
aHAPOTEHH - NMPETUMHO aHIPOCTEHAHOH U TECTOCTEPOH, B ECTPOH M ecTpaauoi. Cliea0BATEIHO,
NOTHUCKaHEeTO Ha OHOCHHTE3aTa HA €CTPOTEH B NnepHepHUTE TEKAHH U B cCaMaTa paKOoBa THKAH MOXE
Na ce NMOCTUTHE Ype3 creurduuHO HHXUOHWpaHe HAa eH3MMa apoMarasa.

JleTposon € necreporacH apomataseH UHxubUTop. MHxubupa eHivma apoMarasa upe3 KOHKYPEHTHO
CBBp3BAaHE C XeMa Ha apoMara3HuTe HUTOXpOoM P450 H30€H3HMH, KOETO BOOH A0 HAMaJiABaHE Ha
OHMOCHHTE3aTa Ha €CTPOreH BHB BCHYKH ThKaHH.

[Npu 31paBH XeHH B MOCTMEHONAY3a, eAHHUYHK Ao3u oT 0,1 mg; 0,5 mg 1 2,5 mg netpo3on
MOHMKABAT HUBATA HA ECTPOH H €CTPAAHOJI B CEPYMa CbC CHOTBETHO 75-78% u 78% crnipamo
M3XOAHHTE. MakcuManHa cynpecHs ce NocTura B pamkure Ha 48-78 vaca.

[1py BCHMMKM NalLWEHTH B MOCTMEHOMNAY3a C pak Ha I'bpAaTa B HanpeIHal CTaJAuH, IEKYBaHH C THEBHH
no3u ot 0,1 mg 10 5 mg, niazMeHnTe KOHLEHTPALMM HA €CTPAANOI, ECTPOH H €CTPOH Cyndar ce
MOHWKABAT ChC 75-95% ot naxoanure. [1pu go3u ot 0,5 mg U NMO-BUCOKH, MHOI'O OT CTOUHOCTHUTE Ha

eCTPOH M eCTPOH CyAdar ca nojA rpaHyLaTa Ha OTKPUBAHE NPH KOJIHYECTBEHO OMNPEACSHE, KOETO
MOKa3Ba, Ye MpY TaKaBa JO3UPOBKA CE€ MOCTHra I0-BHCOKA CTENEH Ha MOTHCKaHE Ha ECTPOreHa.

IloTnckaneTo Ha €CTPOrcHHUTE C€ NOAABPKA ITPH BCHYKH MAallUCHTH 110 BpCMC Ha LICTIHA neyedeH KYPpC.

HuxubupaneTo Ha apoMaTa3ara oT JIeTpo3oi1 € Bucoko cneuuduuro. He ce nabnronasa napynasane
Ha CTepOMJOreHe3aTa Ha HanowOpeqHara xuiesa. [Ipu nauueHTUTE B NOCTMEHONAY34a, JIEKYBaHH C
AHeBHH no3u nerposon ot 0,1 10 5 mg He ca YCTAHOBEHH KAMHMYHO 3HAYUMH HIMEHEHHA B
[UIA3MEHHUTE KOHLIEHTPALMK HA KOPTH30J1, aln40CTepoH, 1 1-1e30KCHKOPTH3ON,

| 7-xunpokcunporectepod 1 ACTH unu B akTHBHOCTTA Ha IU1a3MEHHUA peHHH. TecTbT 3a
crumynupane ¢ ACTH, nposenen ciea 6 v 12 cenmuum nevenue ¢ AHesHy aAo3u ot 0,1 mg, 0,25 mg,
0,5 mg, 1 mg, 2,5 mg u 5 mg, He f1I0Ka3pa oTc/1adBaHe Ha NMPOAYKLMATA HA AIAOCTEPOH WIH KOPTH3OJL.
Taxa ue, He e HEOOXOAUMO OOITLBAHE HA JICYEHHETO C TIIHOKOKOPTHKOMAN U MHHEPATOKOPTHKOH K.

He ca ycTaHOBEHH M3MEHEHHS B TUIa3MEHHTE KOHLICHTPAaLHK Ha aHIPOreHHUTE (EIHIIPDCTBH,[[HOH H

naunem*me B MOCTMEHONAY34a, IeKyBaHH ¢ AHeBHHU 1034 oT (0,1 mg a0 5 mg, koeto
OnokupaHeTo Ha OHOCHHTE3ATa HA ECTPOTeH HE BOAM A0 KyMY/IHMpaHe Ha aHIPOreH

Ipn nauuenture rasmennte HUBa Ha LH u FSH ne ce nosausasar ot netposon, ¢ u.;b'qﬂ cr: t!mlat'a 14.
.F‘- r,...



AJI0OBaHTHA Tepanud
IIpoyueane BIG 1-98

BIG 1-98 e MHOrOLIEHTPOBO, ABOHHOCIANO Npoy4BaHe, npu koeTo Haj 8 000 nocrmenonay3anHu
KEHH C MO3WTHEREH 332 XOPMOHAITHH PELIETITOPH PaK Ha I'bpAaTa B HauajeH cTaaui ca paHJI0MHU3HpaHH
Ha eJHO OT clleaHMTe NeueHud: A. TamokcHdeH 3a 5 roauHu; b. Memapa 3a 5 roauHu; B. TamokcugeH
3a 2 rOJMHM, a ciieny ToBa Memapa 3a 3 roguny; ['. Memapa 3a 2 roauHy, a cief TOBa TAMOKCH(EH 3a

3 POJIMHH.

[IbpBuunaTa KpaiiHa Touka e npexusseMoct 6e3 3abonasane (DFS), BTOpHYHH KpaliHH TOUKH 32
e(hKaCHOCT ca BpeMe 10 NoABa Ha AayieunH Metactasd (TDM), npexussemoct be3 naneyHwu
meTacTazd (DDFS), obuia npexxuesemoct (OS), npexxupsemocT 6e3 cucTeMHo 3abonaBaHe (SDFS),
MHBA3HMBEH KOHTpanaTepaieH pak Ha rbpIarTa M BpeMe A0 peLMIMB Ha paka Ha rbpAaTa.

Hannu 3a epuxacuocm npu meouana Ha npociredsasane 26 u 60 meceya

HNaunute B Tabnuua 4 orpazasar pe3ynraTtute oT IIbpBUUHUA OCHOBEH aHAIM3 HA MPOY4YBAHETO
(PCA), 6a3upaH Ha JaHHMTE OT paMeHara Ha MoHoTepanus (A U b) ¥ OoT 1BETE paMeHa, IIpH KOHTO
HMa cMsHa Ha TepanuaTa (B u I'), npu MeanaHa Ha NpOAB/DKMTETHOCT Ha JieueHHETO 24 meceua M
MEHaHa Ha MmpociieaaBaHe 26 Meceua, U IIPH ME/IHAHAa Ha MPOIBJDKHTETHOCT Ha JIeYeHHETO 32 Mecela
W MeJMaHa Ha npocneaasane 60 Mecewua.

[IpoueHTHT Ha 5-rogulIHaTa NpexuBieMocT 6e3 3abonaBane € 84% npu Demapa u 81,4% npw
TaMOKCH(]EH.

Ta6auna 4 ITepeauen aHann3 HA npoy4yBaHeTo: Ilpexunaemocr 0¢e3 3abonaBane n of1ma
NpPe)XHBAEMOCT NPH CPeAHO NPOCIeAABaAHE OT 26 Meécela H CPEIHO NPOCICAABANE OT
60 mecena (ITT nonynanun)

ITupBHYEeH AHAJIH3 HA NPOYYBAHETO
Cpenno npocaeassane ot 26 mecenna  Cpenno npociaeassane o1 60 mecena

®emapa Tamoxcuden HR!' ®emapa Tamoxcudpen  HR'
N=4 003 N=4 007 (95% CI) N=4 003 N=4 007 (95% CI)
P P
[pexuBsaeMocT Oe3 351 428 0,81 585 664 0.86
3abongBaHe (0,70, 0,93) (0,77,
(MbpBHYHA KpalHHa 0,003 0,96)
TOUKA) - CbOUTHA 0,008
(aepuHHLMA 110
NPOTOKO.?)
Obma 166 192 0,86 (0,70, 330 374 0,87
NPEKUBAECMOCT 1,06) (0,75,
(BTOpHYHA KpaiHa 1,01)
TOYKA)
bpoit cMBPTHH
clyyau

HR = KoeduuuenT Ha puck; Cl = [lopepuTeneH MHTEpBan

' Log rank TecT, cTparuduKaum1s 1o Ha4MH HA PAHIOMH3alUs H NPUIATaHe HA XMMHOTEpanus (1a/He)

2 [pexussemocT 6e3 3a0onaBaHe - ChOUTHA: IOKOPETHOHAIEH PELINANB, AAJICHHH METACTa3H,
MHBa3HBEH KOHTPAJIaTEPANIEH PaK Ha MbpJaTa, BTOpH4HA (He Ha Mbpara) MbpBUYHA HEOILIa3Ma,
CMBPT NOpaaM Apyra npuunHa 6e3 npealecTpalia Heomasma.

Peaynmamu npu meduana Ha npocaeosngarne 96 meceya (camo pamenama Ha MoHome
[Tony4yeHWTe NpH aHANW3a Ha paMeHara Ha MoHoTepanusa (MAA) abarocpo4HH AaH
eduxacHocTTa Ha Pemapa KaTo MOHOTEpANUA CNPAMO TaMOKCH(EH KaTO MOHOTEPHJIEH
NPOABLIDKHTEIHOCT HA AAIOBAHTHATA Tepanui: 5 roaMHH) ca npeActasedn B Tadbnu 3.

=

Tabauna 5 AHa/IH3 HA paMeHATAa HA MoHoTepannsn: IIpexnaBaemoct 0e3 3360.11\ ne H oﬁﬁm L3 "

N sy



NpeKHBAEMOCT NPH MeAHAHA HA npocieaasane 96 mecena (ITT nonynaumnsa)

Pemapa Tamoxcuden Koepunuent HA P CcTOHHOCT
N=2 463 N=2 459 puck' (95 % CI)

[TpexxusemocT 6e3 3abonsBaHe — 626 698 0,87 (0,78, 0,97) 0,01

cEOuTHA (MhDBUYHA)

Bpeme 10 noseaTa Ha AAJICUHH 301 342 0,86 (0,74, 1,01) 0,06

METACcTa3H (BTOpUYHA)

O611a npexuBaeMocT (BTOpUYHA) — 393 436 0,89 (0,77, 1,02) 0,08

CMBPTHH Cly4ad

[ [ensypupan ananu3 Ha DFS’ 626 649 0,83 (0,74, 0,92)

Llen3ypupan aHanu3 Ha OS’ 393 419 0,81 (0,70, 0,93)

! Log rank Tect, crpaTHdHUKaius N0 HAMMH HA paHAOMHM3aUHUs U NpUiaraHe Ha XUMUOTEPaIus
(ra/ne)

2 [MpexupsieMocT Oe3 3abonspane - cbOUTHA: IOKOPETHOHANIEH PELMIMB, JAICYHH METACTa3H,

MHBA3UBEH KOHTpaJaTepalieH paK Ha M'bpAaTa, BTOpH4YHA (HE HA MBpPAATA) MbPBUYHA HEOIIA3Ma,
CMBPT NOPaaH Apyra npuyurHa 6e3 npeauecTsaiua Heoriasma.

3 HabnlogeHnsa B paMOTO HA TAMOKCH(JEH, UEH3YPHPaHH KbM JATATA HA CENEKTUBHO NMPEMHHABAHE
Ha JIETPO30]1

Ananuz na cexsenmanama mepanus (STA)

AHaNMU3bT Ha ceKBeHTHaTa Tepanua (STA) ce oTHaca 10 BTOpHA OCHOBEH Bblipoc Ha BIG 1-98, a
HMEHHO AaJIH CEKBEHHPAHOTO NpHiaraHe Ha TaMOKCH(EH M JIETPO30J1 MPEBb3X0KAA MOHOTEPANUATA.
Hsama curungpukadTHH paznuku no otHoweHue Ha DFS, OS, SDFS u DDFS npu cMaHa Ha Tepanusdra

cnipamo MonoTepanuarta (Tabnuua 6).

Tabauna 6 Ananu3 HA CEKBEHTHATA TEpanud N0 OTHOMICHHE HA NMpexkuBAeMocT 6e3 3abosiBane
NpH MPHJIATAHE HA JIETPO30J1 KATO NbPB0 ¢HAOKPHHHO cpeacTBo (STA nonynauns
ChC CMAHA HA TEPANHATA)

N bpoit Koepuyneur (97,5% xosepureinen Cox;:-onen
cLOuTHR' Ha pack’ HHTEPBA) .
CTOHHOCT
|Terposon ] 1 460 254 1,03 (0,84, 1,26) 0,72
Tamoxcuden
JleTposoa 1 464 249
I JleprHMUMA MO NPOTOKOJI, BKJAKOYHTENHO BTOpAa MLPBUYHA HEOIUIA3MA, KOATO HE € Ha I'bpaara,
cjie]l CMAHATA Ha TepanuaTa/ ciel ABe roauHa
2 Kopurrpan 4pes npunaraHe Ha XHMHOTEparus
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Hsama curundukaHTHa pasnvka no otHoweHye Ha DFS, OS, SDFS u DDES npu vuto eann ot STA
Ha CZIBOEHHMTE CpaBHEHHUs Ha paHaoMu3zauusaTa (Tabmuua 7).

Tabauna 7 ArafH3 Ha CeKBEHTHATA Tepanud oT panazoMu3anHaTa (STA-R) no oTHOmIeHHE HA
npexuBgemoctra 6e3 3a6oaaBane (ITT STA-R nonynaunsn)

Jierpozon — Jlerpo3on
TamokcHpeH

bpoi nmauneHTH 1 540 1 546

bpo# nauuentu ¢ DFS -cnbutre (aepuHuLINg no 330 319

[IPOTOKOJI)

Koeduuuenr Ha puck' (99% CI) 1,04 (0,85, 1,27)
JleTpo3zoa — Tamoxkcuden’
Tamoxcuden

bpo# natKeHTH 1 540 1 548

Bpoii natuenTr ¢ DFS -cp6utue (acdhpunuunsg no 330 353

MPOTOKOI)

Koeguuuent Ha puck’ (99% CI) 0,92 (0,75, 1,12)

! KopurupaH upes npunaraHe Ha XMMHoTepanus (1a/He)

: 626 (40%) nauMeHTH, CeNIEKTHBHO MPEMHHAH Ha JIETPO30J1 CJIe] pascliensaBaHe HAa PAMOTO C

taMokcudeH npes 2005 r.

IIpoyvueane D2407

[TIpoyusane D2407 e oTBOpEHO, pAHAOMH3IHPAHO, MHOMOLIEHTPOBO MpOYy4YBaHe 3a 0e30nacHoCT cnell
paspeuiaBaHe 3a ynorpeba, I1aHHpaHO Aa CpaBHU e(PEeKTHUTE Ha aAlOBAaHTHATA TEPANUA C NETPO30 U
TaMOKCH(EH BbpXY KOcTHaTa MUHepaiHa mibTHoCT (KMIT) u cepymuns nunuaen npodmun. Ipu obiuo
262 MauMeHTH € Ha3HAMEeHOo /a NMoJy4aBaTt WK JETPO30/ B NPOABAXKEHHE HA 5 TOJAUHH HIH
TaMOKCH(EH NMPOABIKEHUE Ha 2 TOHHN, a CJie]l TOBa JETPO30JI B IPOAB/KEHHE Ha 3 TOAUHH.

Ha 24-us Mecenl € yCTAHOBEHA CTATUCTHUYECKH 3HAYHMA Pa3sidKa MO OTHOLLUEHHWE Ha ITbPBHYHATA
xpaiiHa Touka KMII B o6nactra Ha nymbanuuTte npewner (L2-L4), nokaseaiia MeanaHa Ha
noHwkeHue 4,1% 3a neTpo30a cnpaMo meauaHa Ha nosuieHue 0,3% 3a TaMoKcUeH.

ITpu HuTO eauH ot nauueHTHTe ¢ HopManHa KMII Ha u3xonHo HuBO He € HabmonasaHO pa3sHUTHE Ha
OCTeoMNopo3a B X0/a Ha 2-roAMIUHOTO JIeYeHHe U caMo NPH | MALMUEHT C OCTEONEHHA Ha U3XORHO
Hueo (T ckop ot -1,9) e HabnoAaBaHO pa3BUTHE HA OCTEONMOPO3a NO BPEME Ha NEUCHHETO (OLEHKA
ype3 HEHTPAJICH Npernen).

Peaynrarure 3a 06mwa KMII Ha begpenara kocT ca noAoOHH Ha Te3H 3a TyMOaTHUTE NPELLEHH, HO
no-cnabo uipaseHu.

HsaMa crartucTHYeCKH 3HaYUMa Pa3/IMKa MEXAY JICUCHUATA 110 OTHOLIEHHE Ha YeCToTaTa Ha
bpakTypure — 15% B paMoTO Ha JieTpo3on U 17% B paMOTO HA TAMOKCH(EH.

B PaMOTO Ha T&MDKCHdJeH MeJHaHaTa Ha HMBAaTa HA oOHus XOJIECTEPOJI CE NMMOHHM)KABA € 16% CIpsiMo
U3XOAHHUTE CTOHHOCTH clie] 6 Mecela H TOBa NOHHXEHHE Ce noaasp:Ka NpH CiacapallluTe BH3UTH 00
24 mecena. B paMOTO Ha JICTPO30J1 HHBAaTa Ha Oﬁlll,l"lﬂ XOQJIECTEPOJ OCTABAT OTHOCUTEIIHO IMOCTOAHHH B
TCUHEHHC HA BpCMCTO, NAaBAKWKH CTATUCTHUYECKH 3HAHUMA pa3fiHKa B I10Ji3a Ha T&MOKCHCbEli BLB BCAKa

BpeMeBa TOUKaA. _

Pazwupena adiweanmua mepanusa (MA-17)
B eqHO0 MHOTOLEHTPOBO, JABOWHOCIATO, paHAOMU3HPAHO, M1aLe00-KOHTPOJHPAHO

Ha M'bp/aTa, KOWTO Ca 3aBLPIIUIIA aJIOBAHTHA Tepanus ¢ TaMokcupeH (4,5 5o 6 ro
paHaoMH3MpaHd Ha Memapa ik nauedo B NPOabIKEHUE Ha S TOAHHH.
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paHIOMH3aUHATA H H&ﬁ-p&HHﬂTﬂ noOABa Ha JIOKOPErHOoHA/ICH pCUWIHEB, AAJICHYHA MCTAaCTa3Hn HITH
KOHTpalaTEpaCH PaK Ha I'bplaTta.

[TepBUAT MIaHHpAH MEXIMHEH aHAIM3 NPH MeIHaHa Ha npochaeassaHe okono 28 meceua (25% ot
Ia1IMEHTHTE Ca NMPOC/IAeHH B NPOAB/DKEHHE Ha NTOHe 38 Mecelia) nokassa, ue Pemapa 3HAUUMO
HaMmaJfBa pHCKa OT peLMIUB Ha pak Ha repaara ¢ 42% cnpamo naauedo (HR 0,58; 95% C1 0,45,
0,76; P=0,00003). IlpenuMcTBO B NoOJI3a Ha JIETPO30. c€ HabnoAara HE3ABUCUMO OT CTATyca Ha
nuMpHUTE BH31M, HAMa cTaTMCTHHECKHW 3HAUUMA pa3/iMKa 110 OTHOLIEHHE Ha oOluara
npexusseMocT: (Pemapa 51 cMbpTHU cnyudas; ruauebo 62; HR 0,82; 95% CI 0,56, 1,19).

3aroBa, clejl MbPBHA MEXAMHEH aHAIU3 TIPOYUYBAHETO € PA3CNENIEHO H NPOABLIDKABA KATO OTBOPEHO,
M Ha MaLHEHTHTE OT Mauedo paMoTO € NO3BOJICHO 1a NPEMUHAT Ha NedyeHHe ¢ Pemapa B
npoabkeHre Ha 5 roquuu. Hap 60% ot noaxopsiuure nauveHtH (6e3 3abonssane mpu
pa3cJieNaBaHeTo) H30HpaT a npeMHUHaT Ha Tepanus ¢ Oemapa. KpaiiHUAT aHanu3 BKAOUYBa

1 551 skeHH, NpeMHUHAIIH OT JieUeHHE C iauedo KbM NeueHne ¢ Oemapa npu MeauaHa 31 meceua
(rpanuuy or 12 po 106 Mecena) cnen npyKIOUBaHe Ha aJI0BAHTHATA TEPAIUA ¢ TAMOKCH(QEH.
MenuanaTta Ha NPOAB/DKMTENHOCT Ha niedyeHreTo ¢ Pemapa ciiell CMAHATA Ha TEPAITHATA €

4() mecena.

KpaiiHuAT aHanu3, NpoBecH NPH MEeHaHa Ha npocneassaHe 62 Meceua, NOTBbPXKAABA
CUrHH(PHMKAHTHATa PpeAYKLMA HA PUCKA OT peLMAUs Ha paK Ha rbpaarta npH Oemapa.
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Ta6nauna 8 IlpexunBaemocTt 6e3 3abonnsane u 06ma npexusaeMocr (Moandpuuupana ITT
nonyJJianHs)

Meauana Ha npocnenssane 28 Mecella  MeanaHa Ha npocaeassBaHe 62 meceua'

Jlerpozon  [lnaue6o HR Jlerpozon Iliaue6o HR
N=2582 N=2586 (95% CI)? N=2582 N=2586 (95% CI)?

P CTOHHOCT P CTOHHOCT

IIpexxuBaemMocT 0€3 3a60.rlﬂnane3

C1OHTHA 92 (3,6%) 155 (6,0%) 0,58 209 286 0,75
(0,45, 0,76) (8,1%) (11,1%) (0,63, 0,.89)

0,00003

4-rogumna DFS 94,4% 89.8% 04.4% 91,4%

IMpexuBseMocT €3 3a60.rmnane3, BKJIOYHTETHO CMBbPT NOPAJH APYra NPHMHHA

C1HOuTHSA 122 (4,7%) 193 (7,5%) 0,62 344 402 0,89
(0,49, 0,78) (13,3%) (15,5%) (0,77, 1,03)

S-roaumHa DFS 90,5% 80,8% 88.8% 86,7%

JlaneyHu MeTacrasu

CrOuTHA 57 (2,2%) 93 (3,6%) 0,61 142 169 0,88

(0,44,0,84)  (5,5%)  (6,5%) (0,70, 1,10)

O61a npexxuBAeMoCT

CMBPTHH CiTyqau 51 (2,0%) 62 (2,4%) 0,82 236 (9,1%) 232 (9,0%) 1,13
(0,56, 1,19) (0,95, 1,36)
CMBpTH ciyuan® - - - - - - 236 170° 0,78

(9,1%) (6,6%) (0,64, 0,96)

HR = Koeduuuent Ha puck; CI = JloBepuTeneH HHTepBa

|
KoraTto npoyusaHneto € pasciencHo npe3 2003 r, 1 551 nauveHTH, paHIOMH3UPaHH B

ruiatie6o pamoto (60% oT Te3u, Npy KOUTO MOXKE Ja C€ CMEHH TEpanusTa, T.€. TAKHBa, KOUTO
ca 6e3 3abomiBaHe) NPEMHUHABAT KbM JIEYEHHUE C JICTPO30A IpH MeAHaHa 31 Mecela cnen
paHIoMM3anMAaTa. HacToAmuaT aHanu3 HrHopUpa ceJleKTUBHATA CMAHA HA TepanuAira.

CrpatudHkalks Mo PeLENTOPeH CTaTyC, HoJaleH CTaTyC M HAJIMYME Ha Npeaxoxaauia
aJIOBaHTHa XMMHOTEpanus.

JlebHHHLIKA 1O NMPOTOKO 32 CHOMTHS, CBBbP3aHH ¢ NPEXHUBAEMOCT 0e3 3abongpaHe:
JIOKOpErmoHalleH peUMauB, KalleuHd MEeTacTa3sH WIH KOHTpalaTepalieH paK Ha rbpjara.
¢ EKcriopaTMBEH aHallu3, LEH3YpUpalll BpEMETO HA NMPOCieAsBaHe KbM JararTa Ha CMsHa Ha
TepanuATa (aKO MMa TaKaBa) B IiaLebo paMoTo.
MeauaHa Ha npocneassade 62 meceua.
®  MeauaHa Ha npocneAsBaHe 10 CMAHATa Ha TepanuaTa (ako HMa Takasa) 37 Meceua.

B MA-17 noanpoy4BaHeTO 3a KOCTHA IUTBTHOCT, [PH KOETO €a [IPWIAraHH €JHOBPEMEHHO KaJILIHHA U
suTaMHH D, ce HaGnmoaasa no-ronsmMo HamaneHue Ha KMI1 cnpamo uszxonHoro HuBo npu Qemapa
cnipaMo mnaie6o. EqfMHCTBEHAaTa CTATUCTUYECKH 3HA4YMMA pa3iidKa Bb3HWKBA Ha 2-paTa rOMHA U € B
o6uata KMIT Ha 6eapeHaTa kocT (MeanaHa Ha rioHwxkeHue 3,8% 3a neTpo3on cnpaMo MEIUaHa Ha
noHwxxeHue 2,0% 3a rnauedo).

B MA-17 noanpoy4BaHeTo 3a TMNHAHUSA CTATYC HAMA CUTHU(PHKAHTHA PA3NTUKA MEXAY JETPO30N U
[1aneto no oTHOIIEeHHe HA ODLIMA XONeCTEPOJT WIH OTAEITHUTE TUNHAHU PPaKLMK.

B akTyanu3upado noanpoy4yBaHe 3a KaY€CTBOTO HA XXHBOT, HAMA CHTHU(UKAHTHH Pa3IMKKA MEXAY
JeueHHATA N0 OTHOILEHHE Ha CKOpa 3a PU3HUYECKO CHhCTOSTHUE, CKOpa 33 NCHXHYHO C'hCTUSI A
HIKOH OT OCHOBHHUTE ckopoBe oT SF-36 ckanara. B MENQOL ckanara, 3HauuTe 1HO 1NMOBK
paMoTo Ha PeMapa, cnpsMo paMoTO Ha mnatebo, ca no-npurecHeH! (0610, npe3 mMbpHA
JIeYEHHETO) OT CUMIITOMUTE, MPOU3XOKAAMUIHM OT MOTHUCKAHETO HAa €CTPONEHHUTE — I'op {
BarnuHafHa cyxora. CHMITOMBT, TPEBOXKEIL HAR-MHOTO MaLHEHTH U B IBETE TEPArneE

MYCKYJIHH 60.]'[1{}1, [IPH CTATUCTHYCCKH 3HAYHUMA Pa3/lHKa B 1034 HA rnatebo.

N ya Tomeal .‘:'\{
N\ o2
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Heoaoweanmua mepanusi
[TpoBeneHo € apoitHocnano usnureane (P024) npu 337 »keHn B 1ocTMEHONAY3a ¢ paK Ha I'bpAATa,

paHgoMM3MpaHu 1a npHeMatr @emapa 2,5 mg B NpoAb/HKEHHE Ha 4 Mecella WK TaMOKCH(EH B
npoakHKeHue Ha 4 Meceua. Ha u3xoaHo HMBO BCHUKH NALIMEHTH ¢a ¢ TyMop B ctaaui T2-T4c¢, NO-2,
MO, ER w/unu PgR-Mo3uTHBEH H HUTO €AMH OT NALMEHTHTE HE € MPELIEHEH KaTo NOAXOAALIA 32
CBLXPAHABALLIO MbPJATa OTIEPaTHBHO NeueHue. Bb3 OCHOBA Ha KTMHHYHATA OLIEHKa € Ha0JIIoAaBaHo
00exTHBHO nopausBaHe npu 55% ot nauneHTure B pamoto Ha Pemapa, cnpamo 36% B paMoTo Ha
tramokcuded (P<0,001). Tasu Haxoaka e noTespaeHa exorpagpceku (Pemapa 35% cnpaMo TamokcudpeH
25%, P=0,04) n upe3 mamorpadus (Pemapa 34% cnpsamo tamokcupeH 16%, P<0,001). Ilpu obiro
45% oT1 natMeHTHUTE B rpynara Ha Pemapa cnpaMo 35% oT nmalueHTUTE OT rpynara Ha TaMOKCH(EH
(P=0,02) e npoBeaeHO CHXPAHABALLQ I'bpJAAaTa onepaTuBHO neucHue). 11o Bpeme Ha 4-MeceyHH
MpeaonepaTHBEH nepuo Ha neyenue npu 12% or naumeHTture, aekysanu ¢ Pemapa u 17% ot
MaLUHUEHTHUTE, JIEKYBAHH C TAMOKCH(EH € YCTAHOBEHA NMPOrpecus Ha 3aD0NsBAHETO NPH KIKWHHYHA

OlICHKA.

[TbpBa NUHKA Ha JeUEeHHE
[TpoBeneHo e eIHO KOHTPONUMPAHO ABOMHOCIATIO U3NUTBAHE, cpaBHaBaio Pemapa (1eTposon) 2,5 mg

cripaMo TamoxcudeH 20 mg karo mbPBA JIMHUA Ha JIEUSHHUE MIPH ITOCTMEHOMNAY3AJTHH KEHH C
aBaHCHpas pak Ha rbpaarta. [Ipu 907 xxenu 1eTpo301 npesb3XoK1a TAMOKCH(EH MO OTHOLIEHHE Ha
BPEMETO 0 Nporpecus Ha 3abonsBaHeTo (MbpBUYHA KpaiiHa TOUKa), 0OLLHs 0OEKTUBEH OTIOBOP,
BPEMETO 10 TEPANEBTHUEH HEYCIIEX Y KIHHHUHATA 0134,

PesynTtatute ca 0606menu B Tabnuua 9:

Tabnuua 9 PezynraTr npu MeqHaHa Ha npocieaaBane 32 Mecena

IIpomennBa Crarucrika Pemapa Tamoxcaden
N=453 N=454
Bpeme no nporpecus  Meaunana 9,4 Meceua 6,0 Meceua
(95% CI 3a Menuanara) (8,9, 11,6 mecena) (5,4, 6,3 mecenia)
KoedpuuueHT Ha pHUCK 0,72
(HR)
(95% CI 3a HR) (0,62, 0,83)
P<(,0001
Yecrora Ba CR+PR 145 (32%) 95 (21%)
00eKTHBEH OTrOBOp
(ORR)
(95% CI 3a uectoTaTta) (28, 36%) (17, 25%)
CBbOTHOLLIEHHE Ha
[IAHCOBETE 1,78
(95% CI 3a odds ratio) (1,32, 2,40)
P=0,0002

BpeMero 10 nporpecus € CHrHU(pUKAHTHO NMO-ABJITO M YECTOTATa Ha TEParneBTUYHO MOBJIHIBAHE €
CUrHU(UKAHTHO NMO-BUCOKA MPH JIETPO30J1, HE3aBHUCUMO OT TOBA, JallH € NpUiaraHa uiM He
a/IIOBAHTHA AHTHECTPOreHHa Tepanua. Bpemero 10 nporpecus Ha 3a0on19BaHeTO € CUTHU(PHKAHTHO
No-IBJITO NMPH JETPO30I, HE3aBHCUMO OT OCHOBHATA JIOKANW3aUMATa Ha 3abonsasanero. Mennanara Ha
BpeMeTo 1o mporpecus e 12,1 meceua npu Memapa n 6,4 mecela 1pu TAMOKCH(EH IPH NALIHEHTH
caMo CbC 3ab0oN9BaHe HA MEKHTE TbKaHU, U MequaHa 8,3 meceua npH OeMapa u 4,6 meceua npu
TAMOKCH(EH NMpPH NALUMEHTH ¢ BUCLEpaHH METACTa3H.

ITpu nporpecua Ha 3a00NIABaHETO AU3AWHLT HA NMPOYUYBAHETO MO3BOJIABA NPEMHHABaH |
Ha JipyraTa Tepamnus WIHA NpeKpaTIBaHe Ha y4YacTHETO B nNpoyuBaHeTo. [1puban3ure q‘ﬁ /u.a:f ""f:‘” ! \
NalHEHTHTE NIPEMHHABAT B APYroTO TEPANEBTHYHO paMo, KaTo MPEMHHABAHETO 3aB lms wifa
npakTaka A0 36 meceua. Meauanarta Ha BpeMETO 0 NMPEeMHHAaBAHE Ha Jpyrara Tepa
(ot Pemapa kM TamokcHdeH) ¥ 13 Meceua (ot TamoxkcudeH keM Demapa).
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[Ipunoxenuero Ha ®emapa KaTo MbpBA TMHUA Ha JieUeHHE NPU paK Ha [bpAAaTa B HalpeaHaT CTaaui
BOJM JI0 MeaMaHa Ha obiuara npexxkupieMocT 34 Mecena cnpamo 30 Meceua 3a tamokcudeH (logrank
tect P=0,53, Hecurundrkantio). Jiuncara Ha npeaumcTBo 3a Pemapa ne OTHOWEHHUE Ha 00maTa
NnpeXUBAEMOCT MOXe Aa ObJic 00ACHEHA ¢ KPBCTOCAHHMA AH3aiH Ha MPOYUYBAHETO.

Bropa N1MHUA HA NE€YEHUE

[TpoBeneHu ca Ase A00pe KOHTPOJIHUPAHH KIWHWYHH U3NHTBAHHA, CPABHABALIH CHOTBETHO ABE AO3H
netpo3on (0,5 mg u 2,5 mg) ¢ MerecTpon auerat U ¢ aMHHOTJIYTETHMH]L, NPH XKEHH B NOCTMEHONAY3a
C paK Ha r'bpJaTa B HanpeaHal CTaAMi, IEKyBaHH NPEH TOBA C aHTHECTPOTEHH.

BpemeTo 10 nporpecys Ha 3a00NsIBaHETO HE CE pasIMUuaBa CbLECTBEHO MEXIY JIETpo30 2,5 mg U
merectpon auerar (P=0,07). CtaTucTHueCkH 3Ha4MMH pa3MU4HA ce HabnloaaRaT B NoJ3a Ha NeTpo3on
2,5 mg cnpsMO MErecTpoJl aleTaT B CTENEHTA Ha 00uisg obekTHBEH TyMopeH oTrosop (24% cnpsmo
16%, P=0,04) u BBB BpeMeTO A0 HACTHIIBAHE HA TepaneBTH4eH Heycnex (£=0,04). Obwara
[IPEXKMBAESMOCT HE C€ pa3iiuyaBa 3HaYMMO B aBeTe pameHa (P=0,2).

B1B BTOPOTO NpOy4BaHe CTENECHTA Ha OTFOBOP HE MOKA3Ba CTATHCTHYECKH 3HAUHMMa pas3fIMKa MEXY
aetpo3on 2,5 mg ¥ amuroryteTUMun (£=0,06). Jlerpososn 2,5 mg npepb3xox/1a CTATHCTHYECKH
aAMHHOTJIYTETUMMJ] OTHOCHO BpeMeTo Ao nporpecus (P=0,008), speMero 3a nocTurane Ha
TepaneBTuucH Heycnex (P=0,003) u obmara nmpexussemoct (P=0,002).

Pak Ha rbpaaTa NpH MbXE
VYnorpebata Ha DeMapa NpH MBXE ¢ paK HA I'bpAaTa He € Npoy4YBaHa.

5.2 @apMaKOKHHETHYHH CBOHCTBa

Ab6copbuus

Jletpo3on ce abcopbupa Obp30 H U3LIO B CTOMAIIHO-YPEBHHUSA TPAKT (CcpeaHa abconioTHa
6uoHannuHOCT 99,9%). XpaHaTa JiekO NOHWXKABa CKOpOCTTa Ha abcopbuus (MeauaHa Ha tmax 1 Hac Ha
M1AAHO CIIPAMO 2 4aca cnen HaxpaHBaHe; cpeaHO Cnax = 129 £ 20,3 nmol/l va rnaano cnpamo

98,7 + 18,6 nmol/l cnea HaxpaHneaHe), HO cTeneHTa Ha abcopdbums (rwiowra noa kpusara AUC) octasa
HenpoMeHeda. HesHaunrenHusaT edexT BbpXy CKOpocTTa Ha abopOuug He ce cuuTa 3a KIMHHYHO
3HAYMM H CJIEHOBATENHO JICTPO30A MOXKE Jla CE MPHEMA HE32BUCUMO OT BPEMETO Ha XpaHEHe.

Paanpenenenue
CRBpP3BAHETO HA JIETPO30I C IUTA3MEHHUTE NPOTEMHH € nprudaunsuTtesHo 60%, npeauMHoO ¢ anbyMuH

(55%). KoHnenTpauuaTa Ha eTpo3on B epurpounTrTe € 0kos10 80% ot tasu B nnasmara. Cnen
NpWIAraHeTo Ha 2,5 mg w3oTonHO Mapxupad *C nerposon, npubnuzutento 82% ot
pPaAHOAKTHBHOCTTA B J1a3MATa CE€ Ab/KH HA HENPOMEHEHO BewecTBo. I1o Ta3u rnpuuHHa CHCTEMHAaTa
eKCIo3uLIUA Ha MeTaBOIMUTHTE e HHCKa. JIeTpo30oa ce pa3npeaesis B TbKaHMTE ObP30 U €KCTEH3IUBHO.

[TpuBHaHUAT 0OeM Ha pa3NpeAcneH e B CTALIHOHAPHO CLCTOAHUE € okono 1,87 + 0,47 l/kg.

buoTpaHchopmaums

OCHOBHHAT BT HA €IMMHUHUPAHE Ha JIETPO30J € METAOOIMTER KIMPEHC A0 GapMaKOAOTHYHO
HeakTHBeH KapouHonoB mMerabonut (CLn, = 2,1 1/h), Ho TO# € OTHOCHTENHO HaBEH B CpaBHEHHE C
yepHOAPOOHUA KpbBOTOK (0K0N0 90 I/h). YcTaHoseHo e, ue untoxpoM P450 uzoensumurte 3A4 u 2A6
MOTAaT Ja MPSBPBLIAT AETPO30NR B HeroBus metabonur. Obpa3yBaHeTO Ha BTOPOCTENEHHH
HeHAeHTHPHLMPAHU MeTabOINTH U JUPEKTHOTO eKCKpeTHpaHe npe3 O0peuuTe U B U3NIpaXKHEHUATA
Mrpae HeChIIECTREHA poia B O0LLOTO eNMMUHUpPAHE HA NeTpo30)1. B paMkuTe Ha 2 ceIMHLMY Clief

MPUNOKEHHETO Ha 2,5 mg JieTpo30/1, Mapkupas ¢ '*C, ipu 3apaBy NOGPOBOJIKH B IOCTME /, 'M“':\\\‘
88,2 + 7,6% or paAMOAaKTHBHOCTTA € Bb3CTAHOBEHA B YpUHaTa ¥ 3,8 + 0,9% B u3npaxHg / g Hait f_f\

0 RNGA
Maako 75% OT paaMOaKTHBHOCTTA, BL3CTAHOBEHA B YpHHAaTa 3a nepuon 1o 216 yaca (8 ( o3/ 1,808 NG
103aTa), ce AB/DKAT Ha FIKOKYPOHU Ha KapOuHonoBus MeTaboauT, okono 9% - Ha aB¢ {_* mi e
HeuAeHTHPHULUHpaHH MeTabonuTa U 6% - Ha HENPOMEHEH JIETPO3OJL. T Y R
‘I

'H'

L] |
% \”""f i ,-r
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EnuMuHHpaHe
[TpUBHAHMAT TEPMHUHANCH MOTY>KHBOT B [U1a3MaTa € 0Ko/10 2 10 4 auu. Crien npunarake Ha 2,5 mg

JHEBHO, HUBATA B CTALIHOHAPHO CHCTOAHME ¢e AOCTHraT caea 2 1o 6 ceamuun. [Liasmenure
KOHLIEHTPALIMH B CTALIHOHAPHO CbCTOAHHUE ca NMPUOIHZUTENHO 7 MBTH NO-BUCOKH OT KOHLIEHTPALMHTE,
M3IMEPEHH Cliell TpUeMaHe Ha €eAMHHYHA 1034 OT 2,5 mg, HO ca caMo 1,5 10 2 MbTH NMO-BHCOKH OT
CTOMHOCTHTE B CTALIHOHAPHO ChCTOAHME, OYAKBAHH MPU KOHLUEHTPALUNTE, H3MEPEHM CIIe] €IMHUYHA
1033, KOeTOo MoKa3sa cjaba HEIMHEMHOCT BbB (JapMaKOKUHETHKATA HA JIETPO30J1 PH MpUlaraHe Ha
2,5 mg nHeBHO. Tbit KaTO HUBATa B CTALIHOHAPHO ChCTOSHHE CE€ 3aMa3BaT BLB BPEMETO, MOXE /1a ce

3AK/TKOYH, HE€ HAMA NOCTOAHHO KYMYJ/IHPAaHE Ha JICTPO30]l.

JIMHEHHOCT/HETHHEUHOCT

dapMaKOKMHETHHHHUTE [1I0KA3aTENIM Ha JIETPO30/1 CNEA eAMHUYHH nepopanHy 1034 ao 10 mg (no3os
uHTepBan: 0,01 no 30 mg) u cnea aHesHu no3u Ao 1,0 mg (ao3os uHtepsan: 0,1 10 5 mg) ca
[MPONOPLHMOHAIHH Ha Jo3aTta. Cnesl eaAHWYHA nepopanya Ao3a ot 30 mg ce Habmoaasa
HEMPOTIOPLIMOHAIHO HA 103aTa JieKOo MOBHLIaBEHE Ha cToiHocTa Ha AUC. HenponopunoHaiHocTTa
BEPOATHO € pe3y/ITaT OT HaCHILaHe Ha METAOOIMTHUTE NPOLIECH Ha eTMMUHUpaHe. CTauMOHApHH HUBA
ce JOCTHraT NMPH BCUYKHA U3NATBAHH 1030BH pexxnumu (0,1-5,0 mg/nuesHo) cnea 1 no 2 meceua.

CrneliHaJIHY NOMTYJJaLUH
Cmapuecka ev3pacm

B'I:BPHCTTH HC OKa3Ba BJIHAHHC BbPXY q;vapmammﬂemxa'ra Ha JCTPO30JI,

Bvbpeuno yepesicoare

B eaHo npoy4BaHe, BkouBallo 19 nobposonuy ¢ paznuyHa CTENEH Ha 3acsarane Ha OLOpeyHaTa
dyukimsa (24-yacoB KIMpBHC Ha kpeaTHHUHA 9 10 116 ml/min) He e ycTaHOBEH edeKkT BBpXY
(hapMaKOKHHETHKATA HA JIETPO30J Cllel NMpWIaraHe Ha eAMHUYHa 103a oT 2,5 mg. B aonbiHenue koM
TOBA NMPOYYBAHE, OLIEHABALIO BIWFHUETO Ha JETPO3OJ NPH 6BOpeUHO yBpexKaaHe, € U3BbPLIEH
KOBapHaLMOHEH aHaTH3, 6a3upaH Ha naHHUTe OT aBe MWIoTHU W3nuTeaHug (AR/BC2 n AR/BC3).
Hauucnennar xpeatTnHuHOB KIHpbC (KK) [3a nanuteane AR/BC2 B ananazon: 19 no 187 ml/min; 3a
ninuteaHe AR/BC3 B auanazon: 10 no 180 ml/min] He noka3ea cTaTUCTUUECKH 3HAYMMA Bpb3Ka C
MHHHMAITHHTE [U1a3MEHM HHBA HA JIETPO301 Npu cTauoHapHo ¢beToaHue (Cmin). OcBeH TORa, NpH
pesynratute oT m3nuteaunaTa AR/BC2 u AR/BC3 Bbppxy MeTacTaTH4EH paK Ha rbpJaTa BTOpa JHHUS
Ha JIeYeHHe, JTMIICBAT JOKA3aTENCTRA 32 HexkenaHH epeKTH Ha neTpo3oa Ha KK wnu yBpexxaaHeTo Ha
O6bOpeuHaTa GyHKLHMS.

[Topaau ToBa He € HEOOXOAUMO KOpHUTHpaHe Ha J034Ta INpH NalMeHTH ¢ 0B0peuHo yBpexaaHe

(KK >10 ml/min). Undopmarusta 3a naumeru ¢ Texko 6u6peuno yBpexaane (KK <10 ml/min) e
orpaHHYeHa.

Yeprnoopobuo yepesicoane
B noao6GHO u3nuTBaHe MPH JIMLIA ¢ pa3IHUHA CTENEH HA 3aciAraHe Ha yepHogpoOHara gyHkuUuUA,

cpeanute croiinocTH Ha AUC npu nobposonuure ¢ ymepeHo uepHoapobHo yspekaaHe (Kiac B no
Child-Pugh) ca ¢ 37% no-BHCOKH OTKOJIKOTO NMpH 3ApaBUTE A0OPOBOJILM, HO BCE NAaK B FPaHULIUTE,
HaOIIoAaBaHH NPH YYacTHULIMTE Oe3 HapylLIeHHE Ha YepHoApodOHaTa (yHkuMs. B npoyuBane,
cpaBHABaLLO PapMaKOKHHETUKATA HA J1eTPO30 Clell €AHOKpaTHa [IepopaiHa 1034 NpH OCeM
MaLHEHTH MBKe ¢ YepHoApOoOKa HUpo3a U TeXKKO yepHoapoOHo yapexaane (Knac C no Child-Pugh)
cipamo 3apaey aobposonuy (n=8), AUC u t1» ce yBennuasat ¢boTBeTHO € 95 u 187%. [lopaau tasu
npuunHa Pemapa Tpabea na ce npuiara ¢ NOBUIIECHO BHHMAaHKE NPH NAaLMEHTHTE C TEXKKO
yepHOAPOOHO YBPEXKIAHE U CIE MPEIIeHKa Ha ChOTHOLLIEHHETO MOJI3a/PUCK 3a BCEKH OTAENIEH

[MTALUCHT.

5.3 IlpeakaHHHYHH AaHHH 32 Oe3onmacHOCT

[1py paznuuuu NpeaKSIAHUMHY NMPOYUYBaHUA 32 6€30MacCHOCT, MPOBEIEHH ChC CTAHAAP
’KMBOTHHCKH BHOBE, HAMA JAHHU 3a CHCTEMHA WM TapreTHa OpPraHHa TOKCHYHOCT.

JleTpo30/1 NOKa3Ba HUCKA CTEMEH HAa OCTPa TOKCHUYHOCT MPH FPH3ayH, €KCTIOHHPaHH 1
[Tpu Kyuera NEeTPO30J1 NPHYHHARA MPH3HALIM HA YMepPEeHa TOKCHYHOCT rpH Ao3a 100 m: g }?
7
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B npoyuBaH#us 3a TOKCHYHOCT MPU MHOTOKPATHO MPUIIaraHe Mpu IIbXoBe U KyueTa, C
NpOAb/BKATENHOCT A0 12 Mecela, OCHOBHHUTe HabnogaBaHH HAXOAKY MOTaT 1a C€ NMPUNULLAT Ha

bapMaKoJIOTHYHOTO AEHCTBUE HA BELIECTROTO. JIO3UPOBKATA, MPH KOATO HAMA HEXE/IaHW PEAKLIHM U
npu ABara Buaa, € 0,3 mg/kg.

[lepopaniHOTO NPUNOKEHHE HA JIETPO3OI FIPH KEHCKHU TITBXOBE BOJIH A0 NMOHHKABAHE HA
CLOTHOILIEHHETO OIUI0XKAAHE/OpEeMEHHOCT U NOBHLIABAHE HA NMpEe-UMIUTAHTALIMOHHHUTE 3aryou.

[TpoyuBaHHATA in vitro U in vivo 3a MyTareHeH M0TeHLHA Ha JIeTPO30J1 HE AABaT HHIMKALIUM 38
re HOTOKCHMHOCT.

B 104-ceaMHuHO npoyuBaHe 3a KAPUUHOMEHHOCT MNPH MIBXOBE HE Ca YCTAHOBEHH CBBP3aHHU ¢
NIEYEHHUETO TYMOPH NPH MBbKKUTE IIbX0BE. [IpH KeHCKUTE M1BXOBE € YCTAHOBEHA MOHMXKEHA YECTOTa
Ha JOOpPOKAYECTBEHUTE U RNOKAYECCTBEHH TYMOPH HA MJICYHATA XK/e3a [Py BCHYKH A03HPOBKH Ha

JACTPO30/1.

B 104-ceaMHyHO NpOyYBaHE 32 KAHUEPOreHHOCT NMPH MULLKH He ¢a YCTAHOBEHH CBBLP3aHH ¢
JICYEHHETO TYMOPH NPH MbXKH MHLIKH. [IpH sKeHCKH MULLIKH ce Habmoaaea od1wo 1030-3aBHCHMO
NOBHLIABAHE HA CYHAWUTE HA JOOPOKAYECTBEHHN PAHYNO3HH TEKA-KNETbYHH OBapHAIHH TYMOPH, NIPH
BCHUYKH TECTBAHH AO3H HA NETPO30. 3a Te3H TYMOPH CE CMATA, Y€ Ca CBbP3aHH ¢ (PapMaKOIOTHYHO
MHXHOMpaHe Ha eCTPOr€HOBHA CHHTE3 W MOTAT J1a C€ ABJDKAT HAa MOBULUEHUTE HMBA HA
nyTeuHusupaiua xopmol (LH), kouTo ca pesynrar or NOHUKEHUETO HA LUMPKY/IHPALUUA ECTPOreH.

JleTpo3on € eMOpHOTOKCHYEH U PETOTOKCUUEH NMpH OpeMEeHHH MNBXOBE M 3alLM ¢1IcA nepopancH
NpPHEM HAa KJIMHHYHO 3HA4YMMU 1034, [IpH rursxoBere ¢ )KUBY deTyCcH ce HabnoaaBa NOBHLLCHA
4yeCcTOTa Ha peTaNHu MalpopMaLUy, BKIIOMUTENHO KynonooOpa3Ha rnasa v uepBHKaIHA/LIEHTpaTHA
repTeOpanHa ¢y3us. He ce nabmonasa nosuuieHa yectora Ha deranHu Mmandopmaiium npu 3aiud. He
€ U3BECTHO JA/IM TOBA € HHAHUPEKTHO CNEACTBUE OT (PapMaKOJIOFHYHHTE CBOHCTBA (MHXHMOHpaHe Ha
CHUHTE3aTa HAa €CTPOreHH) WIH AUPEKTEH €EKT Ha NeKapCTBOTO (BXK. TOUMKHK 4.3 1 4.6).

[MpeaknuHHUHUTE HAOMIOOSHHA Ca OTPAHUYEHH A0 TE3H, CBBP3aHM C H3BECTHOTO (PapMaKOJIOIHIHO

nefcTBHE, KOETO € €AMHCTBEHOTO ChoOpaxkeHue 3a 6€30NacHOCT NpH yrnotpeda npu xopa, Noy4YeHo
OT NMPOY4YBAHUATA FIPH KMBOTHH.

6. ®APMAIIEBTHYHHU JAHHHU

6.1 Coacwhk HA IOMOIIHHTE BEllECTBA
CncraB Ha TabsieTkara: KOJOMAEH O€3BOAEH CHTHLMEB THOKCHA, MUKPOKPUCTANTHA LIEJ1y/103a, JIAKTOo3a
MOHOXHJpAT, MarHe3UeR CTEApaT, UAPEBUYHO HUILECTE U HATPUEB HHUILECTEH IVIHKONAT.

O6suBka: xunpomenosa (E464), maxkporon 8000, Tank, TutaHoB Auokcua (E171), xbaT xenezen
okcua (E172).

6.2 HecbBMECTHMOCTH

He ca uzBecTHH.

6.3 Cpok na roguocr

3 roguHHU

6.4 CrnenHajJHH YCI0BHA HA ChXPAHEHHE

Ha ce ¢cpxpangBa npu teMneparypa noa 30°C.
Ja ce cbxpaHsBa B OpUIMHAJIHA ONAKOBKA, 33 1a C€ NMPEATna3y OT Bhara.
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Jla ce cbxpaHABa Ha MACTO, HEJOCTBITHO 34 Jelia.

6.5 Bua H chABpPXKAHHE HA ONIAKOBKATA

bauctepu ot PVC/PE/PVDC/anymunueBu daucrepw.

Bcesaxa onakoBka cpabpxa 10 (1x10), 14 (1x14), 28 (2x14), 30 (3x10), 100 (10 x 10) punmupanu
tabneTkd. He BCHUKH BHOOBE ONAKOBKY MoOrar aa 6baaT mycHaTH B nposakoa.

6.6 ChnezHaaHH NpeANAa3HH MEPKH NPH H3IXBLPJIAHE

Hsama cneunanHU U3UCKBAHHA 3a H3XBLPJISHE.

7. TIPATEXATEJI HA PAZPEIHEHHETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Hpnangus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

20020268

9. JATA HA I'BPBO PAZPEHIABAHENIOJHOBSABAHE HA PAZPENNIEHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBO paspewasade: 21 mapt 2002 r.
JlaTta Ha nocnenHo noagHoBABaHe: 27 Mapt 2017 r.

10. JATA HA AKTYAJINZ3UPAHE HA TEKCTA
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