KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. UME HA JEKAPCTBEHHA ITPOAYKT HaanHHTEHHﬁ“A[EHuW I‘HJ nemcmgn
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Femara® 2,5 mg film coated tablets
Pdemapa 2,5 mg priMupanu TabneTKu

' DAnbneun:
2. KAYECTBEH A KO/IMUECTBEH ChCTAB |

JlexapCTBEHO BELICCTBO: JICTPO3OI.

Bcska ¢gunmupana tabnetka ceamspxka 2,5 mg nerposon (letrozole).

Beaka dgunMupana tabnetka cpabppAkKa 61,5 mg naxrosa. 3a MbJIHHUA CIKMCHK HA IOMOLIHUTE BELLECTBA
BUAKTE TOUKA 6.1 CNUCHK Ha MOMOIIHUTE BELIECTBA.

3. JEKAPCTBEHA ®OPMA

Ounmupanu TabneTku,
dunmupaHa TabieTka, TBMHO XXBJITa, KPBIJIa, IeKO ABOMHO U3MbKHANA ¢ (paceTa, KaTo OT eHaTa
cTpaHa € otnedaran Haanuc “FV”, a ot gpyrara — “CG”.

4. KJIMHUYHU TAHHH

4.1 TepaneBTHYHH NOKAZAHASA
e  AMIOBaHTHA TepanHs MPpH XKEHH B MEHOMAY3a C XOPMOHO-3aBUCHM pak Ha I'bp/laTa B Ha4alIeH
CTAaNH.

e Pasmmupena (yab/keHa) ailOBaHTHA TEpanus Ha XOPMOHO-3aBHCHM PaHEH paK Ha repAaTa MpH
KEHHU B MEHOTIAY3aTa, KOMTO Ipe/id TORA ca Ol NeKyBaHU ¢ TAMOKCH(EH KaTO CTAHJAPTHA
aIOBAHTHA TEparug OT 5 TOAWHHU.

¢ Teparnua Ha MHEPBH W300P NpU KEHH B MEHOMNAY3aTa C XOPMOHO-3aBHCHM aBaHCHpasl paK Ha
robpjara.

e JleyeHHe Ha aBaHCHpPA PaK HA rbpAaTa MPH XXEHH B €CTECTBEHA WIH H3KYCTBEHO HHAYLIHpaHa
MEHOMAay3a CJe/] pELHAMB HIH NMporpecHs Ha 3a00s11BaHETO, KOUTO NPEAH TOBa ca OwtH
JICKYBaHH C AaHTUECTPOTEHH.

EdexTuBHOCTTA HA NPOJIYKTA HE € YCTAHOBEHA IPH NAaLMEHTH ¢ XOPMOHO-HE3aBUCHM KapLUMHOM Ha
MJIEUHATA 2KJ1e3a.

4.2 JLO3HPOBKA H HAYHH HA NPHJIOKEHHE

BBu3pacTHn H NANHEHTKH B HANPEAHAJIA Bb3PaCT

[Ipenopbuanara Ao3upoBka e 2,5 mg Femara equn rpT AHeBHO. He ce Hanara npomsiHa Ha go3ara [pH
JK€HM B HaNpeaHala Bb3pacrt.

[Tpy aaroBaHTHA Tepanus ce NMpenopbuBa NPOALIDKABAHE HA JICYEHHETO A0 5 TOAHHH WM 10
HacTBhIIBaHE Ha peUHAMB Ha TyMopa. KITHHHYHKMAT OMUT B TIOJOGHH CHTYalIMH € HaJTHUEH 32 2-

roAMIIEH NepHo (CpeaHa NPpoAB/DKNTEIHOCT Ha JIEYUEHHETO 25 Mecela).

KAMHUYHUAT OUT N0 OTHOILIECHHE Ha pa3wxpeHa (YAb/DKEHa) all0BAHTHA Tepamus, € OT 4 roAMHY..__

HaJlara KOpMrHpaHe Ha J03aTa MpHU MalMEeHTKUTE B HanpeaHalla Bb3pacT.



Hena
He ce npunara npy aeua.

IHanuenTKH ¢ wepHOApOGHA H/HIHA 0BOpEeUna HEAOCTATHYHOCT

He ce nayjrara xopurupaHe Ha 03aTta Npy NalUEHTKHTE ¢ OB0peyHa HeROCTATEYHOCT (KJIIMPBHC Ha
kpeatuHuHa 2 30 ml/min).

Hanuunure naHHu 3a nauueHTky ¢ 6s0peuna HeA0CTaTHYHOCT H KPEATHHHHOB KIIMPBHC MO

30 ml/min ca HeaOCTAaTBHUHY, KAKTO U 33 TAKMBA C TEXKa YEPHOAPOOHA HEAOCTATHYHOCT (BHK. TOUKH

44 u3.2).

4.3 IIpornBonoxazanus
¢ (CBpPBLXYYBCTBHTEIHOCT KbM JIEKAPCTBEHOTO BEILECTBO WM KBbM HAKOE OT TOMOUIHUTE BELECTBA.,

¢ llpenmeHonaysajieH €HAOKPHHEH ¢TaTyc; OpEMEHHOCT, KbpMEHE. (BHXK TOYKH 4.6 bpeMeHHOCT U
KbpMeHe U 5.3 IlpeaxkiiuanyHu AaHHHK 3a 6e30nacHoCT)

4.4 CnennaJHH NpeAynpexaAeHHS H NpeANa3sHH MEPKH NpH ynotrpeda

[Ipu manpeHTKH, IMTPH KOUTO NOCTMEHONAY3AIIHUA CTATYC € HESCEH, TpAOBA Ja ce U3c/eABaT HUBATa Ha
LH, FSH w/unu Ha ecTpaguona npeay Ha4ajJOTo HA TEPANMATA, ¢ LE]T TOYHO U3ACHABAHE HA CTaTyca.

bnOpeuHa HEAOCTATHLYHOCT

Tepanua ¢ Femara He ¢ 6una npoy4yBaHa npu AocTaThueH Opoil NALMEHTKH C KPEATHHUHOB KIIUPBHC
mox 10 mi/min. Ilpy TakMBa nauHeHTKH TpAOBa BHUMATENHO Aa CE MPEUECHN NMOTEHIMATHUAT
PUCK/T10J13a, IIPEN J1a Ce NPUCTBIIM KbM JiedeHune ¢ Femara.

YepuoapoOdHa HEAOCTATHYHOCT

Femara ¢ Ouna npoyyBaHa npy orpadiyeH Opoi NaLMEeHTKN ¢ KapiMHOM Oe3 MeTacTazy U pa3jiviHa
CTENEH Ha YepHOAPOOHO YBpeKaaHe: JeKa 0 YMEPEHO TeKKa U TexKKa YepHOApoOHa
He10CTaTBYHOCT. [1pu gob6poBonum Muke, 63 OHKONIOrHYHO 3a00IABaHE U TEKKO YE€PHOAPOOHO
3abonasane (upo3a, creneH C no Child-Pugh), croiHOCTHTE Ha CHCTEMHATA €KCIIO3HLHSA U KpaHHHAT
MOTYXKHBOT ¢4 NMPHOJTHU3NTEIHO JBOHHO MO-BUCOKHM B CPABHCHHUE C TE3H MIPU 3paBH JOOPOBOIILIM.
[Topagu Tasu npuurHa Femara tpabea na ce nipunara ¢ IMOBHIIEHO BHHMAHHKE IIPH TaKHBA MallMEHTKH
H cJie 00CTOIHA MpeleHKa Ha NOTEHMAIIHOTO CHOTHOLIEHHE NOJI3a-pHCK (BXK. TOUKa 5.2

QapMaKOKWHETHYHH CBOMCTBA).

Koctn

Femara e MolLieH ecTporeH-roH»kapanl npoaykr. IIpu amioBanTHa y pa3iMpeHa (yaAbIKeHa)
aJ(FOBAHTHA TEPaNnus CPeHATA NPOAB/HKUTENIHOCT Ha TIpociieAdBaHe Ha nanueHTkuTe ot 30 10 49
Mecella He € JOCTaThYHa JIa C€ OLICHH HAITBJIHO PUCKA OT PPaKTYpPH, CBBP3aH ¢ NPOALIDKUTE/THATA
ynorpeba Ha Femara. JKeHuTe ¢ aHaMHe3a 3a 0CTe0nopo3a v / Wi pakTypH, KaKTO U TE3H, KOUTO Ca
C MOBHIIEH PUCK OT Pa3BUTHE HA OCTeonopo3a Tpabea Aa ObAAT U3C/IeIBAHN 3a KOCTHA TUTBTHOCT
NOCPENCTBOM KOCTHA ACHCHTOMETPHA MpeaH Ja Ob/IaT BKIIOUYEHH Ha aJfOBaHTHA Teparnus U aAa Obaat
NPOCIEAABAHH 38 OCTEONOPO3a MO BPEME Ha H Clie]] MPUKIKYBAHE Ha JICYEHUETO C AETPO30J1. AKO €
HeoOxoanmo, TpadBa aa Obae 3anovHaTO JICYCHUE WIK NPO(HUIAKTHKA Ha OCTEONOpPo3aTa H
BHHMATEJTHO Ja 6bae npocnensBaHa (Bx. Touka 4.8 Hexenanu iekapcTBEHH peakLMH).

To# xaTo TabneTkuTe CHABPKAT NaKT03a, Femara He c¢e npenoppyuBa NpH NaluMERTH C peKH
HacJICACTBCHH HapyIIECHHS Ha rajakTo3Ha HeIIOHOCUMOCT, TEXKA NaKTa3Ha HEJOCTAaThYHOCT WITH

[TIOK030-TralakTO3Ha ManadbcopOuus.

4.5 B3auMoaeHcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GopMH Ha BS&HM’/




KnvuHAYHHTE Npoy4YBaHHA HA B3aMMOJCHCTBHUATA ¢ cimetidine U warfarin nokazBar, 4e
CAHOBPEMEHHOTO NPHITOKEHUE Ha Femara ¢ Te3n eKapcTBa HE BOJAU A0 KIMHUYHO 3HAYHMH
NEKAPCTBEHU B3aUMOCHCTRHA.

Cepillo Taka, NMpH Nperae Ha MPOBEACHUTE KIIMHHYHH NPOYUYBAHHUA HE €A YCTAHOBEHU J0KA3aTeNCTBA
33 KJINHWYHO 3HAYUMH B3aUMOCHCTBHA NMPH NaLMEHTKH, IPHEMAlLLH APYTH YECTO IPeANHCBAHH
JIEKapCTBA.

KM MOMEHTa HAMA KJIMHMYEH ONWT OT NMpuiaraHeTo Ha Femara B koMOMHaUus ¢ apyry
NPOTHBOPAKOBH areHTH.

JleTpozos uuxubupa in vitro uutoxpom P-450 uzoenzumure 2A6, a ceuio 1 2C19 B yMepeHa cTeneH.
Bce nak € HeoOXx0aMMO NOBHLICHO BHIMAHHUE NPU ¢JHOBPEMEHHOTO NpHIAaraHe Ha JIEKApCTBa, KOUTO
MMAaT MaJTbK TEPaneBTHYEH HHIACKC, ¥ YHATO AUCTIOZMLIMASA 3aBUCH IJIABHO OT TE3H U30OEH3HMH.

4.6 bpeMeHHOCT H KbPMEHe

Jenu npeau MeHomnaysa Win B AETEPOAHA Bh3PacT

Jlexapsar TpabBa ga o6cban HeOOXOAUMOCTTA OT MPOBEKAAHE HA TECT 3a OPEMEHHOCT M NOAXO/ 1A
KOHTPAUENUMA NPH JKEHHU B IETEPOIHA BB3IPACT (T.€. >KEHU MPE/IM MEHOMNAay3a WIH HaCKOPO HACTBITHAA
MOCTMEHOMAaYy3a), BKJIIYHTEHO XKEeHHU NPEAK MEHOIAay3a, JOKATO TEXHHUA [IOCTMEHONay3aneH CTaTyc
He Ce YCTAHOBHM HamrkJIHO (BX. 4.4 CrienualiHy NpeaynpeXkIeHUs U npeana3Hi MepKH IpH ynotpeba 1
TouKa 5.3 [IpenxknuHUYHM JaHHH 3a 6€301acHOCT).

bpeMeHHOCT
Femara e npoTHBONOKa3aH 3a TIPHIOKEHHE MPH JKEHH NpeAn MEHOMAYy3a, 110 BpeMe Ha OPEeMEHHOCT U
kbpMeHe (B, Touka 4.3 TTporusonokasanus U 5.3 TIpeAk1MHUYHN JaHHH 3a 6€30NacHOCT).

KbpMeHe
[Tpunosxeunero Ha Femara no BpeMe Ha KbpMEHE € IPOTHBONOKAa3aHo (BX. TouKa 4.3

[IpoTHBONIOKA3aHKA).
4.7 EdexTn BbpXy cnocofHOCTTA 32 mogupane n pabora ¢ MAIAHH

[IpenopryBa ce NOBHUILIEHO BHUMaHUE NpH wodrpaHe U padoTa ¢ MAIIMHU, ThH KATO MpH
npuiaradHeTo Ha Femara ce HabmoaaBar OTIIaIHAJIOCT, CBETOBBLPTEXK M MOHAKOra ¢ AOK/IaABa

CBHJIMBOCT.

4.8 Hexenauu JekapcTBEeHH peakiHH

Femara o6MKHOBEHO ce nmoHacs 1o0pe NMpy BCUHKH NPOYYBAaHHMA KaTo IIbPBa M BTOpa JIMHHA Ha
Tepanys Ha paK Ha I'bpliaTa B HAMPEAHAJ CTAAMi, CHIIO KAaKTO H NPH aAIOBAHTHA TEpalng Ha paKk Ha
rBPJATA B HAYaJIeH cTaavid. [IpubnuznrenHo Npy eHa TpeTa OT NallMeHTKUTe Ha Femara KaTo
Tepamnus 3a Meracrazure, npubnusurenHo npu 70-75% oT NallHEHTKATe Ha aJlOBAHTHA TEPanus
(xakTo B rpynara Ha Femara Taka u nipy Tamokcrden) 1 npubnansurento npu 40% ot nauueHTKUTe
Ha pa3lHpeHa (YABIKEHA) afIOBaHTHA Tepanus (kakTo npu Femara, Taka u B nnanedo rpynara) ce
NOABABAT HEXKeJIaHH peakliuu. Hal-o6wo, HabnroaaBaHWTe HEXEJIAHH peaKLiMK ¢a IJ1aBHO JICKH WM
yMepeHo TexKKH. [ToBeueTo HexeNaHH peakLMi MOraT Ja 6B1aT 0OACHEHN ¢ HOpMaTHUTE
(hapMAKOJIOrMYHH CJIE/ICTBHA OT H3UEPIIBAHETO HA €CTPOTEeHUTE. (HANp. FOPEIH BBIIHH).

Haii-uecto nOKNABAHUTE HEXEIAHU PEAKLIMH B KIIMHUYHHTE MPOYYBAHUA Ca MOPeiln BbJIHY,




Ha NNPUYHHHO-CJIEACTBECHA BPh3Ka, 3HAUHUTE/IHO NO-4ecTo MnpH Femara, oTKoNKoTO Ipu nauebo —
ropetiy BEJIHH (50,7% cnipsamo 44,3%), apTpanrus/apTput (28,5% cnpsamo 23,2%) n Muanrus (10,2%
cripamo 7,0%). [Toredero OT Te31 HeKENMaHU peaKUUM ca HabiiojaBaHu Npe3 NbpBaTa roAUHA Ha
JedeHHeTOo. belle yCTaHOBEHO HE3HAYMMO MOBUILEHUE HA YECTOTATA HA OCTEONOPO3aTa M KOCTHHUTE
(dpakTypH IpH MALMEHTKATE noay4yaBamm Femara cnpamo Te3u, KOUTO ca Nnojy4aBaaM nmnauedo
(7,5% cnpsamo 6,3% u 6,7% cnpamo 5,9% cuOTBETHO).

[1pu pazmnpeHa (yabmkeHa) ailoBaHTHA TepalHsA, POBEACHA NIPU CpeaHA POABLIKATENHOCT 47
Mecela 3a JeTpo30)1 U 28 Mecelia 3a rulalebo, ca AOKIaABAHH CIICAHUTE HEXKEaHU PEaKIIvH,
HE3aBUCHMO OT HANIHYMETO HA NIPHYMHHO-CJIEACTBEHA BPb3Ka, 3HAYHTENIHO MO-4ecTo ¢ Femara
OTKOJIKOTO ¢ fianedo — ropemy BbjHH (60,3% cnpamo 52,6%), aprpanirns/aprpur (37,9% cpeury
26,8%) u muanrua (15,8% cpemy 8,9%). Io-ronsamara wacT OT Te3H HEXKENAHU PEAKLIUU Cca
HabI0AaBaHK NMpe3 MbPBaTa ronHa Ha aeucHue, [lonobHn HexXenaHu peakimi ca HabJIFOAaBaHH IpH
[MAUEHTH OT Tu1aneto paMoTo, KOUTO ca DM NpeBKIIoUeHU Ha Femara. belue ycraHoseHa no-
BHUCOKA, YECTOTA Ha OCTEONOPO3aTa H KOCTHUTE (PpaKTYpH NIPH NALMEHTKUTE Nody4yaBali Femara
CIPAMO TE3H, KOMTO ca noay4asanu miaueto (12,3% cnpamo 7,4% u 10,9% cnpamo 7,2%
¢hOTBeTHO), [Ipy nalmeHTKH, KOKMTO ¢a NpeMUHaMU Ha Femara, BCEKM ITET Clied [IPEMHUHABAHETO €
Ha0mogaBaHa HOBO JHATHOCTHLIMPAHA OCTeoropo3a npH 3,6%, qokaro (ppaktypu ca 6uin
Habmoaasanu npu 5,1% ot nauMedTKUTE.

[Ipn agioBanTHA Tepanus B rpynure ¢ Femara n TaMokcHeH ca HaOM0AaBaHH CIEJHHTE HEXETAaHH
PEAKIIMM, BE3HUKHAIH 0 BCAKO BpeMe Cie]] paHAOMH3HPAHETO, HE3aBUCUMO OT HAJIHYMETO HA
MPUYHHHO-CNEACTBEHA Bph3Ka: TpoMboeMonnssm (1,5% cnpamo 3,2%, p< 0,001), aHruHa nekropHuc
(0,8 % cnpamo 0,8%), unpapkr Ha muokapaa (0,7% cnpamo 0.4%) n cepaeyHa HEAOCTATHEUHOCT
(0,9 % cnpamo 0,4 %, P=0,006)

CnegHHTe HeJKeNaHH JIEKAPCTBEHH peakLiui, n3bpoenn B Tabnuua 1, ca cro0ieHH npu KTHHHYHHA
IIPOYUBAHHSA H NOCTMAPKETHHIOBHA OoNUT ¢ Femata:

Tabuna 1

HexxenaHuTe peaklivH ca KnacH(pHULHpaHH B 3aBUCHMOCT OT YeCToTaTa, KaTo Ce 3aro4ypa ¢ HaH-
4eCTUTE, CIIOPE/] CASIHHTE KPHTEPUH: MHOTO vecTH: > 10% , yecth: > 1 % n <10 %, nHeuectn > 0.1%
u <1%, penkn>0.01% un <0.1% , mHorO peakn<0.01% , B TOBA YHC/IO H3OJHUPAHH CITyYaH.

Hndexunu v uapecTanuu
HeuecTn HUudexumsa Ha ypHHAPHHA TPAKT
Heons1azmu — 700poKkavecTBEHH, 3JIOKAYECTBEHH H HEONpeAe/1eHN

(BRJIIOMHTE/IHO KHCTH M NOJIHIH)
Heuectn Tymopna Honka (HsMa IPHIIOKEHHUE NIPH
aJIOBAHTHA W pa3lIUpEHa aJIOBaHTHA TEpanvs)

HapymeHHs B KPbBHA H JEM(QHATA CHCTEMA

He4ecrn JleskoneHus
MeTa00/HTHH HAPYIICHHS H HAPYIUEHHA B XPAHEHETO
Yectn AHOpeKcHs, IMOBUIIEH alleTHT,
XMIIEPXONeCcTEPOIEMMUS
HeuecTu 0611 eaem
IICHXHATPHYHA HAPYIICHHA
Yectu Henpecus
HeuecTn TpeBOXKHOCT BKIIOUHTETHO HEPBHO HANPCKEHUE
H pa3apasHHTETHOCT ya ’;3; ﬁ.H-si;é_H};\
HapymeHns Ha HEPBHATA CHCTEMA S T T
Yectn ['napoGosue, 3aMasHOCT
Heuectn ChbHIHBOCT, 6€3CHLHHE, HAPYIUIEHHS

HAPYLIEHA YyBCTBUTETHOCT, BKIKIHHT




NAPECTE3IUU U XHIIECTE3UA, BKYCOBH HapyUICHUA,
MO3BYHOCHA0B HHLIMJACHT
Hapymenus B 09HTE

HeuectH Karapakra, aApa3HeHe B OUHMTE, 3aMBIJIEHO
BIDKJIaHE

ChpaeYyHOCHAOBH HAPYIICHHSA

HeuectH [Tannuraumy, Taxukapaus

CwnaoBH HapymIeHnS

Heuectn TpomOodnedbuT BIUTIOUUTEITHO Ha

NOBBLPXHOCTHO U ABJIOOKO pa3nonNoXKeHHTE
BCHO3HU CbIOBE, XUIMEPTOHHA, UCXEMHUYHH
ChbpPAEHYHOCHAOBH CHOUTHA

Penkn [Tynmonapen eMOOIU3EM, apTEpHAIHA
TpoMmO03a, MO3BYHO-CBAOB HH(PAPKT

HapyiueHnsi HA IHXATEJIHATA CHCTEMA H IPbAHAA KO, MEAHACTHHATHH HAPYLWIEHHSA

HeuectH JlucrnHes, KaluidLa

CToOMAMHOYPECBHH HAPYMICHHS

YectHn I"'ajeHe, MOBpBLIAHE, AMCNISNICUS, KOHCTHUIIALMA,
IHapHsl

HeuectH AOjnoMuHanua 60i1Ka, CTOMATHT, CyX0Ta B
yCTaTa

XenaToOuTHAPDHH HApPYIIEHHH

Heuectn [Topuinenue Ha YepHOAPOOHHUTE EH3UMH

C HEeu3BCCTHA 4eCTOoTa XenaTur

HapynieHHA Ha KOXKATA H NOXAKOXKHATE THKaAHH

MHoro 4ecTH Y BeJINYEeHO MOTOOTASIAHE,

YecTn Anoneuus, oOpHB, BKJ1. epUTEMATO3EH,
MaKyJIonamyaapeH, ncopuasugopmeH
BE3UKYJIApeH

HeuectH [Ipyputyc, cyxa KOXa, ypTHKapHs

C HeM3BECTHA YECTOTA AnaduakTHYHA peakuHa, aHTHOEAEM,
TOKCUHHA efiepMa/iHa HeKponH3a, ervthema
multiforme

HapynieHHsA HAa MYCKYJIHOCKEJETHHTE H CheAHHHTE/THHTE ThKAHH

MHoOro dectn boJikM B CTABHTE

Yectn Mmuanrus, kocTHa 60JIKa, OCTeonopo3a,
()paKTypH Ha KOCTHUTE

Heuectn ApTpUTt

Hapymenusa na 0b0penure H YypHHAPHHSA TPAKT

Heuectu YecTo ypuHHUpaHe

HapynmieHHs Ha N0JI0BATA CACTEMA A MJICTHHTE JKJIE€3H

Heuectn BarvHaaHO KbpBEHE, BaTHHAIIHO/a

TeueHne/cyxoTa, O0JIKH B bPAHUTE
OO01mH HAPYIIEHHA H CHCTOSHHSA B MACTOTO HA NPHJIAraHE

MHOro uecTH ["'opeuiy BBAHKU, OTNAAHATIOCT, BKJI. ACTCHHUSA
Yectu Du3nuecKo HEPA3NOJIOKEHHUE , NEPUPEPEH eaeM
Heuectn [Tupekcusa, cyxoTa Ha JIMTaBHLIMTE, XKaXAa
ApyYra napymieHus

YectH [loBuineHue Ha TErNOTO

Heuectn 3aryba Ha Terio

4.9 Ilpeno3upane
HNoxiajiBaHH ca H30NHUPAHH CilyYaHd Ha npeaosvpaHe ¢ Femara.




He € u3BeCTHO crreLiMpHUHO NIeYeHHe NPHU NpeI03UpaHe; ICYEHNETO TPAOBa Ja 6b4¢ CUMIITOMaTHYHO
M TIOAABPIKALLO.

5. ®APMAKOJIOTMYHU CBOHCTBA
3.1 PapMakoIMHAMHYHH CBOHCTBA

(DapmakoTepanesTH4YHA rpyna: eHsuMed naxuburop L02 BG04
Hecreponen nnxuOHTOp Ha apoMarasata (MHXUOHTOp Ha OMOCHTHTE3aTa HA €CTPOTEH);
AHTHHCOIUIACTUYEH areHT.

QapmaxoaHHAMH4HH edeKTH

EnuMHHHpPaHETO Ha eCTPOreH-MeAUMPaHUTE CTUMYJTHPALIH €(DEKTH € NPeaANnOCTABKA 3a MOBJIUABAHETO
Ha TYMOpa B CITy4YaHTe, KOraTo pacTexa Ha TYMOpPHA ThKaH 3aBHCH OT MPHCHCTBUETO HA €CTPOTEHH B
C€ M3MOJI3Ba EHAOKPHHHO JieweHHeE. [1py XKeHHTE ciie HaCTHIIBAHETO HA MEHOMAY3aTa €CTPOTEHH Ce
MPOM3BEXKJAT OCHOBHO IO ACHCTBHETO Ha €H3HMMAa apoMarasa, KOHTo npeobpasyra HanObvGpeuHnTe
AHJIPOT€HH - NIPEAMMHO AaHAPOCTEHAWOH U TECTOCTEPOH, B €CTPOH U ecTpaavon. Clie10BaTe/IHO,
NMOTHCKaHe Ha OMOCHHTE3aTa Ha €CTPOreH B rnieprdepHaTa THKaH U B CaMaTa paKkoBa ThKaH MOXE Jia C€
MMOCTHUrHE 4Ype3 cneHuPHUIHO MHXHOHpaHe Ha eH3MMa apOMaTasa.

Jlerpo3sou € HecTeporacH apomarazeH HHxuOnTOp. UHXubupa eHsnuma apomarasa 4pe3 KOHKYPEHTHO
CBLP3BaHE C XeMa Ha apoMarasHus cytochrome P450 n3oeH3uM, KoeTo BoaM 10 OrpaHH4aBaHe
OnocuHTE3aTa HAa €CTPOreH BB BCHYKH THKAHH.

[1py 3apaBy MAaLMEHTKH ¢ HACTBIIWIA MEHONAY3a, eAUHHYHU 1034 ot (,1; 0,5 u 2,5 mg nerpozon
IMOHM)KABAT HHBATA Ha €CTPOH U €CTPaaHOJ B CepyMa CbC ChOTBETHO 75-78% u 78% cnpsamo
M3XOAHUTE. MakCHMaNHOTO NMOHMWKEHHNE CE MOCTHTA B paMKHATE Ha 48-78 uaca.

I1py BCHYKM MEeHOMAY3ATHU NMAUMUEHTKH C pak Ha I'bpJaTa B HANPEIHAA CTaAUH, IEKYBAaHU C THCBHU
go3u ot 0,1 1o 5 mg nasMeHrWTe KOHLEHTPALlMH Ha €CTPaJHoIl, ECTPOH M €CTPOH cyidar ce
NOHWXaBar ¢b< 75 - 95% ot n3xognure. Ilpn ao3u ot (0,5 mg 4 NO-BUCOKH, MHOTO OT CTOMHOCTUTE Ha
€CTPOH M €CTPOH Cy(aT ca NOA AOCTHIIHHTE 3a HaOMOASHUE rPaHHLIM, KOETO NOKa3Ba, 4ye IPH TaKaBa
I03HPOBKA C€ IIOCTHIa I0-BHCOKa CTEIMEH HA MOTUCKAHE HA eCTporeHa. IloTuckaneTo Ha €CTPOreHHUTE
CE NMOAAbPIKA IPH BCUHUKH MALMEHTKH 10 BpeMe Ha Leing aededeH Kypc.

Huxubupanero Ha apoMarasaTa OT JAETPO30J1 € BHCOKO crieurdnyHo. He ce HabniogaBa Bjomasane Ha
CTepOMAOreHe3aTa Ha HaxObOpeuHaTa xJie3a. I1pu NalMEeHTKUTE ¢ HACTBITWIIA MEHONAY3a, JIEKYBAHH ¢
JHEBHH J103H NeTpo30ia oT 0,1 10 5 mg He ca yCTaHOBEHH KJIIHHHYHO 3HAYUMH U3MEHEHHA B
IUTA3MEHUTE KOHLECHTPALIMH Ha KOPTU30J1, aNZ0CTepoH, | 1-1e30KCHKOPTH301I,

| 7-XHAPOKCHIIPOreCTEPOH H aAPEHOKOPTHKOTPOIIHUA XOPMOH WK B AKTUBHOCTTA HA IUIa3MEHUA
peHHH. TecToT 3a CTUMYNIMpaHe ¢ AACHOKOPTHKOTPOITEH XOPMOH, NIpoBeacH cien 6 v 12 ceqMuum
JAedenue ¢ gHesHu go3m ot 0,1; 0,25; 0,5; 1; 2,5 u 5 mg, He noka3ea orcnabBaHe HA NPOAYKUHMATA
Ha aNJoCTepOH UM KOpTH30J1. Taka 4e, He € HeoOXOAUMO AOITBABAHE HA JIEYEHHETO C
MTIOKOKOPTHKOMAH H MHUHEPATOKOPTHKOUIM.

He ca yCTaHOBEHHN H3MEHEHUA B IUIA3MEHNTE KOHLUCHTPALMKM HA aHAPOTECHHUTE (AHAPOCTEHAMOH H
TECTOCTEPOH) NPH 3APaBUTE NMALMEHTKH C HACTBITHIA MEHOTIAY3a CIIe/l IPUEMAaHE Ha €IMHHYHH 10341
ot 0,1; 0,5 u 2,5 mg neTpo30J1, KAKTO K B IJTA3MEHNUTE KOHLICHTPAllMK HA aHAPOCTEHIUOH [IPH
MalHEHTKHUTE ¢ HACTBIIMIA MEHOMAY3a CJie/l MpHeMaHe Ha AHeBHU 03K oT 0,1 10 5 mg, xoeTo_ ...
MOKa3Ba, u¢ OJIOKMpPAHETO HA OHOCHHTE3aTa HA ECTPOTEH HE BOAM A0 aKyMYyJIHpaHe Ha a @nggi% %1
npekypcopu. [InasMenuTe HMBa Ha MyTeMHU3Mpalms xopMoH (LH) u ¢ponukynoctumy N

Ha MUTOBUAHATA XKJI€3a, OTYETEHO Ype3 TeCTOBE 3a TUpoTponHH (I'SH), TpuiionoTH
THpokcHH (T3).



Aoweanmua mepanun

[Ipr eqHO MYJITHLICHTPOBO, ABOHHO CJIAIO, pPAHOOMH3UPAHO 1poyusane HaJl 8000 »xeHH B MeHOMay3a
C OMEPATHBHO OTCTPAHEH PELIENITOP-NMO3UTHEEH PAHEH paK Ha I'bPAATA Ca pasNpeNie/ieHH B CIICAHHUTE
rpPyTH:

Bapuanr 1;

e A, Tamoxifen 2a 5 roanHu

e B. Femara3a 5 roguHu

e (. Tamoxifen 3a 2 roauny, nociepaHy oT Femara 3a 3 roayHH

¢ D. Femara3a 2 roguHu nocaeaeaHu ot tamoxifen 3a 3 rogunu
BapuaHT 2:

e Tamoxifen 3a 5 roguum

e Femara3a 5 roqguau

Hanunre B Tabnnna 2 orpassaBat pesyaraTute oT rpynure 6e3 cMmsHa (rpyru A u B) eaHospeMeHHO ¢
AGHHMTE TOJYYE€HH OT IPYNHTE ChC CMsAHA, 30 AHU CNesl NPEMHUHABAHETO OT €AHOTO KbM JIPYTOTO
sekapcTBo (rpynu C u D). AHanusst Ha MOHOTEpanuATa CIIPAMO NOCIIe0BATENHATA €HAOKPHUHHA
Teparus e ObJe NpoBEAEH, Koraro ce cubepat HeoOXOUMHTE CBOMTHUS.

[lanmenTHTe ca HaOMIONaBaHN CpeaHO 26 Mecena, KaTo npH 76% Ot TAX HaGMOAEHHETO €
IPOABJUKUIIO MOBEYE OT 2 roaAuHH, a npu 16% (1252 nauuenTa) - 3a 5 wiu nopeve roJHHH.

IIBpBUUHHAT KpUTEpPUI Ha NPOYYBAHETO € CBOOO/(HA OT 3abosBaHe npexxueieMocT (disease-free
survival — DFS), koqTo ce onpeaens kato nepuoaa OT paHIOMHU3ALMATA 4O Hal-paHHOTO CHEOMTHE Ha
JOKaJTHO-PErMOHANICH WIM OTJIAJICYEH peLMIUB (MeTacTa3H) Ha OCHOBHOTO 3ab0sABaHe, pa3BUTHE HA
MHBA3HBEH KOHTpAJaTEpaliCH pak Ha I'bpJaTa, pa3BUTHE Ha BTOPH OCHOBEH TYMOP, KOWTO He €
CBBP3aH C I'BPJUTE WIH CMBPT OT BCAKaKBO ecTecTBO. Femara noHmkasa pricka OT peuuams ¢ 19% B
cpapHeHHe ¢ TaMokcudeH (HR 0,81; P=0,003). 5 rommmnnte DFS HuBa ca 84,0% 3a Femara u 81,4%
3a TaMokcHeH. [Topumenne Ha DFS npu ynotpeta Ha Femara ce Habmonaga ouie cnen 12 meceua
ce 3ama3Ba M ciel S roavHu. Cpmo Taka, Femara 3HaUMTENHO NMOHWKABA PUCKA OT PELIMAME B
CpaBHEHHE ¢ TAMOKCHU(]EH, HE3aBUCUMO JANTM AAITH NPEABAPUTENIHO € JaBaHa aJlOBaHTHA
xumuotepanua (HR 0,72; P=0,018) unu ne (HR 0.84; P=0,044).

B1B BpB3Ka ¢ BTOPUYHUA KpUTEpHI — 001Ia npexxuBieMocT, ca OMIu JokaaBaHu 358 CMBpPTHH
cirydas (166 npuemauu Femara v 192 npuemaltum ramokcudreH). Hima 3HaUNTETHA pazinKa MEXTY
JeqeHusTa, Maiku npeasua oduara npexupiemocT (HR 0,86; P=0,15). IIpoapmxurenHara
NpexxuBACMOCT, cB0OOAHA OT 3a0019RaHE (OTHANICYECHH METACTa3H), 3aMECTUTEN Ha ob1IoTO
NpeXUBABaHe, KaTO UAJIO ce pasnuuasa 3HauuTeaHO (HR 0,73; P=0,001) u B npeaBapuTenHo
odopMeHUTEe rpyny. Femara 3Ha4HWTETHO HAMaJIABa PUCKA OT CUCTEMHH HapyuIeHUA ¢be 1 7% B
cpaBHeHue ¢ TaMokcuden (HR 0,83; P=0,02).

Brrpexu ToBa, He ca MOTy4YEHH 3HAYUTEIHH Pa3IMYyKA B 110J13a Ha JAETPO30J1 MO OTHOUICHHUE Ha
KOHTpaJlaTepaqHua KapuuHOM Ha MiteqHaTa »ie3a (HR 0.61; P=0.09). EkcrinopaTuBeH aHanu3 Ha
DFS cnopea HopamHKuA cTaTyc (AHraXKUpaHe Ha perMHOHATHH IMM(QHH BB3JTH) ITOKa3a, ue JETpO30J1
IPUTEKABA 3HAYUTETHH NPEAUMCTBA Npe/] TAMOKCU(EH MO OTHOUICHHE PeIyLIMPAHETO HA PUCKA OT
PELIMIUB NIPH NNALMEHTKY ¢ aHraxupade Ha sumepuuTte Bu3au (HR 0.71; 95% C1 0.59; 0.85;
P=0.0002), karo chiieBpeMeHHO He 04Xa YCTAHOBEHH OYECBHUAHHU PA3fMKH [IPH NaLUMEHTHTE O€3
aHraxxupane Ha auM¢pnu 3 (HR 0.98; 95% C1 0.77, 1.25; P=0.89). Ta3n namaneHa noa3a npu
MaHEeHTKUTE 0€3 aHraxupasde Ha NUMAHHATE BB3IH, € NOTBLPACHA C EKCITTIOPATHBEH HHTEPAKUMOHEH

aHanns (p=0,33).




NnOsABa HA SHACMETPHAJICH PaK Ce MOHMXKaRa ¢iie/l npueM Ha Femara B cpaBHenue ¢ tamoxifen (0,2%

cnpamo 0,4%).

O6001eHH pe3ynaraTy uie HamepHuTe B Tabmuum 2 ¥ 3. AHanusure, 0600menn B Tabaunua 4 nponyckar
2 paMEHE OT PpaHJAOMU3UPAHHUS BAPHAHT |, T.€. B3eMaT NMPEABUH/L CAMO pe3yTaTUTE OT MOHOTEPAIIUATA.

Tabununa2  Csoboana o1 3200/1BaHe B 06112 NPEXKHBAEMOCT

(ITT nonyaauns)

Femara Tamoxifen
N=4003 N=4007

Hazard Ratio
(95 % CI)

P- CTﬂﬁHﬂETl

CeoGoana or 3ab6onaBaHe
NpPeXHBAECMOCT (ITbPBUYECH
KpHTEPUii)

¢ceOuTHA (e HHALYA O 351 428
NPOTOKOJI, 001110)

0,81 (0.70,0.93)

0.0030

IpoaAbLJKHTENHA NPEXKHBAEMOCT
ceofboaua ot 3abonaBane 184 249
(BTOpHUYCH KPHUTEPHH)

0.73 (0.60, 0.88

0.0012

O6wa npexusaemMocT (BTOpHUYEH
KpUTEPHIA)
- Opo# cMBPTHH ciry4vau (00110) 166 192

0.86 (0.70, 1.06)

0.1546

O0wa npexkuBsemMocT ¢cBoboana
ot 3abonsBaHe (BTOpHUCH 323 383
KpUTEpHii)

0.83 (0.72, 0,97)

0.0172

KoHTpanaTepaJjieH pak Ha
ropaaTa (MHBa3uBeH) (BTopuueH | 19 31
KpHTEPHIT)

0.61 (0.35, 1.08)

0.0910

CI = goBepHTENeH HHTEPBAI

' “Logrank” TecT, pasnpese/ieHHe N0 HAYWH HAa PAHAOMM3aLMs ¥ yrioTpefaTa Ha OCHOBHA a/IlOBaHTHA

Teparnms

Tabnuma 3 CroGoana ot 3adoasaBane B 001IA NPEXKHBAEMOCT CHIOPEX 3acATaHe HA JTHMQPHHTE
Bb3JIH H OCHOBHA aa10BaHTHa xumuorTepanud (ITT nonyaanusi)

Hazard Ratio
95 % (I 3a hazard

ratio

P- Croiigoct’

Ceoboana or 3abonsiBaHe IPEXKHBAECMOCT

3acarate Ha JUMPHUTE BH3JIH

- a 0.71 (0.59, 0.85) 0.0002
- He 0.98 (0.77, 1.25) 0.8875
IpeamiecTeaiga aalOBAHTHA XHMHOTEpaNUd

- Jla 0.72 (0.55, 0.95) 0.0178
- He 0.84 (0.71, 1.00) 0.0435
O61a npe:KHBAECMOCT

3acsirane Ha JIHMHHTE BL3/H

- Jla 0.81 (0.63, 1.05) 0.1127
- He 0.88 (0.59, 1.30) 0.5070
IIpeamiecTalla aalBAHTHA XHMHOTEpaNHA

- Ha 0.76 (0.51, 1.14) 0.1848
- He 0.90 (0.71, 1.15) 0.3951

[Ipoab/ikKHTEAHA Npe:xKuBaeMocT ¢cBoboiHa oT 3aboaBane

3acsirane Ha AHM(HNTE BL3H

- Ha 0.67 (0.54, 0.84)
- He 0.90 (0.60, 1.34)
[Ipeawecrsama all0BaAaHTHA XHMHOTEPATTHA

- Ha 0.69 (0.50, 0.95)
- He 0.75 {(0.60, 0.95)




CI = noBepHUTENEH UHTEPBAJ
1
Monen Ha Cox 3a HUBaTa Ha 3HAYUMOCT

Tabnnua 4 IInLpBOHAYAJIEH OCHOBEH AHAIH3: KPATEPHH 3a eQHKACHOCT, ciopen

PAaRIOMHIMPAHKTE BAPHAHTH Ha ABeTe rpynu ¢ moHoTepanui (ITT nonynanns)

Len Bapnant  CTaTHCTHKA Jletposout Tamoxifen
Croboana oT 60s1eCTHH ] Cwr6uTHa/Opoit 100/ 1546 137 /1548
POABH NPESKUBIECMOCT
(DFS)
HR (95% Cl), P 0.73 (0.56, 0.94), 0.0159
2 CwOurns /Gpoit 177/ 917 202 /911
HR (95% CI) P 0.85(0.69, 1.04), 0.1128
O0wo CubuTna/ Opok 277 /2463 339/2459
HR (95% CI) P 0.80 (0.68, 0.94), 0.0061
DFEFS (m3xnoupaiiku 1 Cwburna /6po# 80/ 1546 110/ 1548
BTOPHYHHU HEOTJIa3HK)
HR (95% CI) P 0.73 (0.54, 0.97), 0.0285
2 Cpbutnsa /opoi 159 /617 187 /911
HR (95% CI) P 0.82 (0.67, 1,02), 0.0753
Ofwo Croutnsa / 6poit 239 /2463 297 /2459
HR (95% CI) P 0.79 (0.66, 0.93Ne, 0.0063
Haneuna DFS 1 CnbuTna /opoin 57 /1546 72/ 1548
HR (95% CI) P 0.79 (0.56, 1.12), 0.1913
2 CnOurus /Opoii 08 /917 124 /911
HR (95% CI)} P 0.77 (0.59, 1.00), 0.0532
o0LIo Cnbutua /opoit 155 /2463 196 / 2459
HR (95% CI) P 0.78 (0.63, 0.96), 0.0195
Of1ua nmpexXnBAeMOCT 1 CrOuTis /Opoi 41/ 1546 48 / 1548
HR (5% CI} P 0.86 (0.56, 1.30), 0.4617
2 CbouTna /6poii 98 /917 116 /911
HR (95% CI) P 0.84 (0.64, 1.10), 0.1907
Obo CrbuTns /opoit 139 /2463 164 / 2459
HR (95% CI) P 0.84 (0.67, 1.06), 0.1340
ITocouenama P-cmotinocm ce 6azupa na logrank test, cmpamu@uyupan 3a a0I06aHMHA XUMUOMEPANUR npu
8CAKA BBIMOICHOCI 3Q PAHOOMUUPANHE, KAKMO U 34 8CAKA 8bIMONCHOCH 34 pardomusupane u ad8anmua
mepanust 3a 00w aHaANU3,

CpenHara npoab/OKUTEHOCT Ha JICYEHHETO (B TpynaTa, IPoC/IeiBaHa 3a OesonacHocT) bewe 25
Meceua, 73% ot nauMeHTKUTe 0s1Xa JIEKyBaHH [10B€Ye OT 2 TOJMHH, a 22% - 3a nmoBe4e oT 4 roauHu. U
[pH ABETE FPyH (C JETPO30JI U TAMOKCH(PEH) cpeiHaTa NPOABLIIKATEIHOCT Ha NMPOCIICIBAHE © 30

MECCLA.

He)xenaHu peakiLiy, 3a KOHTO Ce MOJ03Mpa Ye Ca CBbP3aHH ¢ MPHIOKECHHETO Ha NpOYyYBaHHA

NleKapcTBEH NPOAYKT GAXa B C/IeHNS NOpAAbK: pH 78 % OT NALMEHTKHUTE, JCKYBaHH C N€TPO3OI,

cpeiry 73 % OT MaUMEHTKHTE, JIEKyBaHU ¢ TaMOKCHpeH. HaH-4ecTo CLOOIIABAHHW HEXKEMaHH PeaKLHH

OT NpuwIoKeHHeTo Ha Femara 6sxa ropeliy BbaHK, HOLHO U3NOTABaHE, apTpairud, yBe/iMiaBaHe Ha

TernoTo ¥ raneHe. OT TAX, ChC 3HAYMTEIHO TMO-TOMAMA YECTOTa NPH JicueHne ¢ Femara 6s1xa camo

ctapHHuTe 601KH (20 % cnipamo 13 % ¢ Tamokcuden). Jleuenreto ¢ Femara ¢ CBbp3aHO CbC

3HAYMTETHO MO-BUCOK PUCK OT Pa3BUTHE Ha ocTeomnoposa (2,2% cnpamo 1,2% tamokcuden). O0mo,
He3aBHCHUMO OT INPHYHUHHO-C/ISICTBEHA BPb3Ka H NPH ABETE TEPaNeBTHYHN paMEHa Osxa JOKIaABaHN
CHP/IEYHO ChIOBH /MO3BYHO-CBAOBH HEXENaHH PEAKLHH, C IPHOTU3HTENTHO C/IHAKBA YECTOT, BO-— = an,
BCAKO BpeMe el pannoMusanuata (10,8% 3a jetposon cripsamo 12,2% 3a tamoxifen). O, ¥ ity
TpoMBOEeMOOTMYHUTE MHIMACHTH 0AXa 3HAUHTEIIHO MO-PAAKO NPH Femara (1,5%), oTkO oFD DM, NG AN
ramokcudeH (3,2%) (P<0,001), nokaro cbpae4HaTa HEAOCTATHYHOCT € ChC 3HAYHTE/IH NGy

YEeCTOTa Cpell MAMEHTKHTE, leKyBaHu ¢ Femara (0,9%) OTKOJIKOTO TE3H, ACKyBaHH C




(0,4%) (P=0,006). Cpen GonHuTe ¢ HOPMAIHH H3XOAHH CTOHHOCTH Ha CEPYMHHA XOJIECTEPOJI €
HabII01aBaHo 1,5-KpaTHO HapacTBaHe Ha XoJecTepoJia MpH 3,4% OT Te3H, KOUTO Ca TPETHPaAHH C
Femara, B cpaBHeHMe ¢ 1,1% 3a TaMOKCH()EH.

Pazmppena (YAbL/2KeHa) AAI0BAHTHA Tepanus

B xo/1a Ha MYJITHLEEHTPORO, IBOHHO-CIIATIO, PAHXOMHU3HPAHO, 171a11€00-KOHTPOMMPAaHO MPOYUBAHE,
Hax 5100 »xeHH B MeHOIMay3aTa ¢ peLEnTOp-MOJ0XKHTEICH WIH HEYCTAHOBEH IMEPBHYCH PAK Ha
rbpAaTa, KOMTO ca Gunm 6e3 mpoaByU Ha 3abongBaHe Cliel 3aBbPLIBAHE HA a/IFOBAHTHATA TEpaNns C
ramokcudeH (4,5 10 6 TOAMHH), ca paHIOMH3HpaHu Ha Femara win nnaue6o.

[TopBOHAYATHUAT aHAJIN3, NPOBEEH CIIGA CPEeCH NEPHO/l Ha MpoCiieidBaHe OT oKono 28 Mecella (25
% OT MaLMEHTKHTE ca GIITN NpocneAcHH B NpoAb/bkeHre Ha noHe 38 Mecewa) mokassa, e Femara
MOHMXABA PUCKA OT peLiMauBHpane ¢ 10 42% B cpasuenue ¢ mauebo (HR 0,58; P=0,00003).
CTaTHCTHYECKM 3HAYUMHTE MOJI3H NMpH cBoboaHaTa OT 3a00MABaHE NMPEKMUBAESMOCT B MOJI3a HA
NIETPO30N Ce HaGMIoaBaT HE3ABHCHMO OT 3aCATaHeTO Ha MuM(bHHUTE Bb3/IH — Oe3 3aciraHe Ha
numuute BB3H, HR 0,48, P=0,002; cue 3aciarane Ha TUM(GHHATE BB3JIH, HR 0,61, P=0,002,

3a BTOPHYHMSA KpUTEpHii 061ia npexussemoct (OS) ca noknansany obwo 113 cMBPTHH CltyHas (51
npH Femara, 62 npu nnaue6o). Kato usno, Tuncsa CTaTHCTHYECKH 3HaUMMa pasiinKa MEXIY ABCTC
TEpankH 1o oTHOMeHHe Ha ofwara npexussemoct (HR 0,82, P=0,29). Brociencreue, npoysaneTo
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v IHpeHa aioBaHTHa HOITY. tamis). Cnea pascliensBaHe Ha
NPOYYBAHETO, HA NALIMEHTKHTE KOUTO Ca NMPEMHHATIM OT NJanebo Ha Femara HE € MPOBEXKaHa
a/[IOBAHTHA Teparnus ¢ TaMokcudeH cpenno 3a 31 meceua (ananasoH ot 14 10 79 meceua).

[IpoBeneHn ca OCEBPEMEHEHM aHATTM3H NIPH CPEAHA NMPOABIKUTEIHOCT Ha npocneaaeade a0 49
mecena. [Tpu Femara pamoto Haii-Manko 30% OT nalMeHTUTE Ca 3aBBPLINIIH 5 rogunu 1 59% ca
3aBBPLIIN HAH-MAIKO 4 TOAMHM OT MPOCIEAIBAHETO. B aKTyallM3SHpaHUTE aHaIM3HK Ha DFS, Femara
3HAYUTENIHO HAMAJIABA PHCKA OT BTOPHUCEH PAaK HA I'bplara, B CPABHCHHE C ruane6o (CHLOTHOLIEHHE Ha
pucka 0,68; 95% CI 0,55, 0.83; P=0,0001). Femara cp1i0 3Ha4UTEIHO HaMAJIABa BEPOATHOCTTA OT HOB
MHBa3MBEH KOHTpanarepalieH pak 1o 41% B CpaBHCHHE C raneo (0,59; 95% C1 0,36, 0,96; P=0,03).
He e WMao 3HAYMTEHA pa3iidka B CBOGoaHATa OT 3a00/IABaHe NIPEIKUBACMOCT UIH obara
NPEeXUBACMOCT.

AKTYaJTM3HPaHWUTE pe3yaTaTH (CpeHa MPOAB/LKHTEIHOCT Ha NMPOCIEIABANC 10 40 Mecel1a) oT
I(POYYBAHETO Ha KOCTHATA MMHEPAIHA ILILTHOCT (BKITIOHCHH 226 nalMeHTKH) [oKaszaxa, e Ha 2-Ta
rOIMHA, B CPABHEHHE C M3XOJHHTE CTOHHOCTH, NIALMEHTKHTE M0JTy4aBajl JIETPO30J1 Ca B MO-TOIAMA
cTeneH MOJI0AKEHH Ha PHCK OT HaMajIgBaHe Ha KOCTHaTa MHUHEpaiHa MIBTHOCT B OezpeHara KOCT
(cpeano namanssaHe 3,8 %, B cpaBHeHue ¢ 2,0% npy rpynata ¢ mmane6o (P=0,012, xopurupaHa 3a
yrnotpebata Ha Gudoconary, P=0,018). IlaimenTkure, nomyvasalH JICTPO30 Os1xa CBBbp3aHH C 10-
M3pa3eHO HAMAISBAHE HA KOCTHATA IUIBTHOCT B JiymbasiHaTa o6nacT Ha rpbOHAYHKAA CTBJIO, BLIIPEKH
ye He 65Xa YCTAHOBEHH CHIECTBEHH Pa3JIMHs 1O BCIAKO BPEME.

[To BpeMe Ha NMpOy4BaHETO Oelle 3aAB/KHTETHO EAHOBPEMEHHOTO NIPHJIOKCHHC HA KAJIMH U
BUTAMUH 1.

OcbBpeMEHEHHUTE PE3YNITATH (TIPH CPEAHA MPOARDKHTEIHOCT Ha MPOC/ISAABAHE npuban3uTesHo 30
MeceLa) OT IIPoydBaHe Ha JIMNHIHHSA npodun (BrunodeHH 347 NMaLMEeHTKH) HE 1I0Ka3BaT 3H HY,
pa3an4uua Mexay Femara u nnatiebo no OTHOLICHHE Ha oO1IHg XONeCTepOst, H JIHIIUIH
IO BCAKO BPEME.

B akTyayiu3MpaHus aHaJIH3 HA OCHOBHOTO HNpOY4BaHe 11,1% ot nauneHTKHTE Ha Fem &

s 3_ - SRy
34 ChPJACYHO-CHIOBH HEXKEJIAHH PCaKIIWH, CIPAMO 8,6% 3a rpynata Ha uiauebo. Tasn Efﬁ' '
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BKTFOUBAT MH(apKT Ha Muokapaa (Femara 1,3% , nnauebo 0,9%), anrnHa Hanarama XMpypruvHo
nedenue (Femara 1,0%, nnane6o 0,8%), HoOBONIOsABHIA C€ WX BJIOIUABALLA C€ AHTMHA [IEKTOPHUC
(Femara 1,7% cnpsmo mnane6o 1,2%), tpomGoemGomuzsm (Femara 1,0%, riauebo 0,6%) 1 MO3bYHO-
cuaoBu MHUKMAeHTH {(Femara 1,7% cnpamo mnauebo 1,3%).

He 6sxa HaOnroaaBaHy 3HAYHTETHA Pa’IHudsg B OOILOTO (PH3HYECKO ¥ MHTENEKTYATHO ChCTOAHME,
KOeTO MOACKAa3Ba, 4e KaTO LAJIO0 JIETPO30J1 He BJIOLIABa KaYeCTBOTO Ha XKMBOT, NPH CPaBHEHHE C
nnauebo. TepaneBTHUHY pa3nuyus B o132 Ha riauedo 64xa yCTaHOBEHH MPH OLEHKA HA NAUMEHTH
¢bC crieLndrIHn GU3HYECKH PoGIeMH, pa3NH4HH OOJIKH, JKH3HEHOCT, CEKCYaAJIHW H Ba30OMOTOPHH
npoGiiemu. Makap 4e ca CTaTUCTHYECKH 3HAYHMM, CYHTA C€ Y€ TE3H PasjIHKH HAMAT KJIMHAYHO
MPUWIOYKEHHKE.

Tepanns Ha nepBa JIHHHS

3a nga ce cpapHaT Femara 2,5 mg ¢ TamokcugeH 20 mg, KaTo MbpBa JIMHUS TEPATIHsI NPH JKEHH B
MEHOTIAY3a W HanpeaHal KaplMHOM Ha MJIeYHaTa xJe3a Oele IpoBeACHO KOHTPOJIHPAHO ABOHHO-
CIATIO KTMHHYHO npoyusaHe. [Ipu Bcuuky 907 BKIIOYEHH B NPOYYBAHETO JKEHH, JIETPO3OI
peBb3XOKAaNIe tamoxifen 110 OTHOLIEHHE Ha BPEMETO X0 [IPOrpecus Ha 3aD0JISABAHETO (ITbpBUYEH
KpATEPHii) K 001KA 06EKTHBEH OTTOBOP, BPEMETO A0 TEPANECBTUHECH HEYCIIEX W KITMHWIHHTE TI0JI3H.
Pesynratute ca 06061menu B rabnuua J.

Tabauna 5 PeayiTaTu npH MexAHHHO npocaeasasane 32 Mecena
Bapunadunna CTaTHCTHKA Femara Tamoxifen
n=453 n=454
Bpeme 10 nporpecks Cpearo 9.4 Mecela 6.0 mecelia
(95% CI for median) (8.9, 11.6 meceua) (5.4, 6.3 mecelia)
Hazard ratio (HR) 0.78
(95% CI for HR) (0.62, 0.83)
P <0.0001
YecToTa Ha obekTieen  CR+PR 145 (32%) 95 (21%)
OTroBOp
(95% CI for rate) (28, 36%) (17, 25%)
Odds ratio 1.78
(95% CI for odds ratio) (1.32, 2.40)
P 0.0002
O6001eHH KITHHHYHH CR+PR+NC>24 cepmuin 226 (50%) 173 (38%)
0,131
Odds ratio 1.62
(95% CI for odds ratio) (1.24,2.11)
P 0.0004
Bpeme no Cpenuo 0.1 mecena 5.7 meceua
TepaneBTHYCH HEYCHeX
(95% for median) (8.6, 9.7 mecela) (3.7, 6.1 mecewla)
Hazard ratio 0.73
(95% CI for HR) (0.64, 0.84)
P <0.0001

BpemeTo Ko nporpecs Ha 3a00JI1BaHETO H CTENEHTA Ha KIIMHHYEH OTTOBOP 0AXxa 3HAYUTEJTHO MO~
no6pH 3a JIETPO30J B CPABHEHHE C IPYyIaTa ¢ TAMOKCH(PEH KAKTO NPH MALMEHTKH ¢ HEACCH
peLeNTOpPeH CTaTyc, Taka M IPH TaKKBa, MO3UTHBHH 3@ XOPMOHAJIHH PELICIITOPH. [TonoOHO Ha TOBA,
BPEMETO J0 Nporpecus Ha 3a60aBaHeTo Gellie 3HAYHTENHO MO-AbATO M CTENICHTA HA KITHHIICH
OTIOBOP — 3HAYMTEJTHO MO-BHCOKA 32 IETP0O3071 D3 3HaYeHUe Jany e 6wia Npuiarada aJloBaHTHa
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ITBJITO 32 JIETPO3071 6€3 3HaueHHE OT JIOKATM3aUMATa Ha TyMopa. CpeIHOTO BpemMe 20 Tp 7, N\
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CBILO € JIRa IMbTH No-IbAT0 3a Femara, nipuiaraHa Ha MalMeHTKH ¢ MEKO-ThKaHHa JIOK
MBPBUYHOTO orHue (cpeaHo 12,1 mecena 3a Femara, 6,4 mecena 3a TaAMOKCH(}EH) U
¢ BUCLIEPATHH MeTacTasH (cpeaHo 8,3 Mecena 3a Femara, 4,6 mecena 3a TaAMOKCU(EH



KJIMHUYEH OTroBOD CHIIO Oele ro-BHCOKA NPH NIALMEHTKH ¢ MEKOTbKaHHa JIOKaIW3alks Ha TyMopa,
nexyBany ¢ Femara (50% cnpsamo 34% 3a TaMOKCH(eH), KaKTo U 3a MAIIMEHTKH ¢ BUCLICPATTHH
meractasm (28% Femara cnipamo 17% TaMOKCHQEH).

JIM3aiiHbT HA POYYBAHETO TIO3BONH IIPEMHHABAHE Ha NAUMCHTKHTE Ha Ipyra Teparnus NpH Mporpecus
Ha 3a60JIBAHETO, WM NPEKpaTABAaHE Ha yuacTHe B npoy4saHeTo. [Ipubausurento 50% or
NAIMEHTKHTE NIPEMHUHAXA HA CPELIYTIONIOKHOTO PAMO Tepanus U IPEMHUHABAHETO Oelie Hallb/IHO
3aRBPLICHO 3a 36 mecena. CpeIHOTO BpeMe 0 MpeMUHAaBaHe Ha Apyra Tepanus 6eine 17 meceua (ot
Femara Ha TamokcudeH) n 13 meceua (ot ramokcudeH Ha Femara).

[TpunokeHneTo Ha Femara kaTo mbpBa JIMHK TEpanus 3a KapLUMHOM Ha MJICHHATA 3Jie3a B
HarpeAHAN CTaui JI0Bee A0 cpefiHa oOIa mpexnBAeMocT 34 Mecela, npu 30 mecernia 3a
ramoxcuden (Logrank Tect P=0.53, necurHudukanTHo). [lo-nobpa npexuBieMocT bele CBbp3aHa C
Femara nose xo 24 mecew. Yecrorara Ha nipexupsBane 24 meceua 6euie 64% 3a rpynara Ha ICUCHHE
¢ Femara cnipamo 58% 3a rpynara Ha Jie4eHHe ¢ TaMoKcudeH. Jluncara Ha NpeAUMCTRA 110
OTHOLIEHHE Ha obIaTa npexuesemMocT 3a Femara 61 Moruia 1a 6ba¢ obscHeHa ¢ An3aHHa Ha
NPOY4BaHETO.

O6marta NpoABDKATETHOCT Ha eHAOKPHHHATA Tepanus (“BpeMe A0 xumHoTepanuara’) bewie
SHAYMTETHO Mo-rojama 3a Femara (cpeaHo 16.3 mecena, 95% CI 15 no 18 mecena), B cpaBHEHHE C
ramokcudeH (cpeano 9.3 Meceua, 95% CI 8 no 12 mecena) (logrank P=0.0047).

JleueHHe HA BTOpH H300p

[IpoBeaeHH ca IBe KOHTPOIMPAHH MPOYUYBaHHs, CPaBHABALLH JIBE 103K JIETPO3O] (Femara 0,5 mg u
2,5 mg) ¢ METECTPON AUETAT U ¢ AMHHOITYTETUMHI, CBOTBETHO NPH JKCHH B MCHOIIay3aTa ¢
HaNpeAHa paK Ha IbpJaTa, JIeKyBaH! peaAU TOBA C aHTHECTPOICHH.

BpemeTo 10 nporpecus Ha 3abonsBaHeTo He Oelle CHIECCTBCHO Pas3/IMiHO MCKILY JAETPO30] 2,5mgu
merectpout atetart (P = 0,07). CraTHCTHUECKH 3HAYHMH PAITHHHSA CC Habmogaear B noJsiza Ha Femara
2,5 mg B cpaBHEHHE C METECTPON aLETAT B CTENICHTA HA o6wus TyMopeH otrosop (24% cnpsiMo 16%,
P=0,04) v BEB BPEMETO /10 HACTHIIBAHE HA HEE(EKTUBHOCT HA TEpaNuiTa (P=0,04). Obara
[PEKUBAEMOCT HE CE Pa3IMuaBa 3HaUUTEJIHO B ABETE paMeHa (P=0,2).

BB BTOPOTO NPOy4YBaHe CTENEHTa Ha OTFOBOP NMOKa3Ba CTATHCTHYECKH HE3HAYMHMA pa3jivKa MEXAY
nerposon 2,5 mg 1 amuuormytetumun (P=0,06). Femara 2,5 mg Npepb3X0AKaa CTATHCTHUECKH
AMUHOTJIYTETHMH OTHOCHO BPEMETO A0 NMPOrpecHs (P=0,008), BpeMeTO 338 JOCTHUI'AHE HA
HeedeKTHBHOCT Ha JieueHuero (P=0,003) n obiara cTeneH Ha NpeXUBACMOCT (P=0,002).

5.2 GapmMaKOKHHETHIHH CBOHCTBA

Abcopbuys

Jetposo ce abcopOupa 66p30 U U3LLIO B CTOMAIIIHO-1PEBHHUA TPAKT (cpenHa abcomoTHA
6MoHaUUHOCT 99,9%). IIpucHLCTBHETO HA XpaHa JIEKO NIOHWKaBa CTCIICHTA Ha abcopbuus (cpeato

t .. = | 4ac Ha rNIaJIHO CIpAMO 2 Haca Clie[l XpaHEHE, CPEeIHO Cinax = 129 £ 20,3 nmol/l Ha rnagHo
cripsivo 98,7 + 18,6 nmol/l cnexn xpaHeHe), HO CTENEHTA Ha aGcopbums (rwourra nox kpusara AUC)
ocTaBa HenpoMeHeHa. HesHauuTenHoToO OTpaKeHHE BBPXY CTENCHTA Ha pe3opbuys ce CUNTAa 32
KIMHMYLO HE3HAYMMO U CJIeJOBATETHO JIETPO30J1 MOXKE J1a C€ MpHEMa HE3AaBHCHMO OT BPCMETO Hd
XpaHeHe.

PasnpeneaeHue
CBBpP3BAHETO Ha JIETPO30 ¢ IIa3MEHHTE IIPOTECUHH € npubnusutenHo 60%, npeAuMHO C

(55%). KoHlieHTpauMsaTa Ha JICTPO30J1 B EPUTPOLIUTUTE € OKOJIO 80% ot Tasu B [IasMaT
PWIaraHeTo Ha MapKUpaH 2,5 mg 1%C nerpozon, npubnusnrenno 82% oT paAMOaKTHRB
[1a3MaTa ce AbJDKM Ha HeTPOMeHEeHo BellecTBo. ClIEI0BATENHO, e(PEKTHBHATA KOHLIC
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MeTaboTUTHTE € HHCKa. JIeTpo30i ce pasnpeaens B ThkanuTe 6bp30 M eKCTeH3HBHO. [IpuBHAHUAT
obem Ha pasnpenenenue B steady state e oxono 1,87 + 0,47 lkg.

MeTtaboau3zsM U eJIMMUHKPAHE

OCHOBHHUAT ITHT HAa €JIMMHHHPAHE HA JIETPO30J1 € METabONMTHHSA KIIMPBHC 10 (HapMaKoIOTHYHO
HeakTHBeH KapouHosnos MeTabomut (CL, = 2,1 I/h), HO TO e OTHOCHTEIHO DaBHO B CpaBHEHHE €
KpBBHHS [IOTOK nipe3 ueprus Apob (okono 90 1/h). YeranoseHo €, ye u3oensumure 3A4 1 2A6 Ha
cytochrome P450 morar Ja npeBpbIUAT JICTPO30/1 B HEroBUA MeTaboNHT. POPMAIPAHETO Ha
HECHIIECTBEHH HEUAECHTHDHIIUPAHH METab0IMTH M JIMPEKTHOTO eKCKpeTHpaHe npe3 0b0peunTe 1 B
M3MIPAYKHEHNATA UIPae HECHLIECTBEHA poJid B 0OIIOTO ETHMHHHPAHE Ha IETPo30J1. B paMKUTE Ha ABe
CEeMHLIU ClIe/l IPUIOKEHHETO NP 3APaBH MEHOMNAaY3alHH 100pOBOJIKY Ha 2,5 mg JIETPO301I,
MapKHpaH C C, 88,2 + 7,6% OT paAMOAKTHBHOCTTA € YCTAHOBEHA B YpHHarTa H 3,8 £ 0,9% B
nanpaxuenuaTa. Haii-Manko 75% OT paiMOaKTHBHOCTTa, YCTAHOBCHA B ypUHaTa 3a nepuoa o 216
yaca (84,7 + 7,8% ot n03aTa), c€ NPUNKCBA HA [TIOKYPOHOBOTO NIPOH3BOAHO HAa KAPOHHOIOBHA
MeTaboJIUT, OKONIO 9% - Ha Ba HeMAeHTHGHIMpaHH MeTabonuTa H 6% - Ha HEMIPOMEHEHHA JIETPO3ON.

[IpHBHAHMAT KpaeH NONYXKHUBOT B Ia3Mata € okono 2 anu. Cies npwiarate Ha 2,5 mg AHCBHA /1032,
steady-state HuBaTa ce JOCTHraT cjieq 2 1o 6 ceamuiM, I1n1asMeHHTe KOHUECHTpALIWK steady-state ca
NPUOIH3NTENTHO 7 ITBTH MO-BHCOKH OT KOHUEHTPALUUTE, U3MEPEHH C/IE] MPHEMAHE Ha eHHHTHA 1033
oT 2,5 mg, Ho ca camo 1,5 0 2 mMbTH NO-BHCOKM OT steady-state CTOHHOCTHTE, NPEeACKasaHy OT
KOHICHTPALIMHTE, H3MEPEHH CJiel eMHUYHA /1033, KOETO M0Ka3Ba ciiaba HEIMHECHHOCT BbB
hapMaKOKMHETHKATA Ha JIETPO30JI PH MPHIAraHe Ha AHEBHA A03a OT 2,5 mg. T'bH Kato steady-state
HMBATA CE 3aa3BaT BEB BPEMETO, MOXKE J1a C€ 3aKJIIOYH, Y€ HAMA NPOAB/DKHTEIHO HATPYIIBAHE Ha

JIETPO3OIL.
Br3pactra He OKa3Ba BAMSHUE BHPXY (apMakOKHHETHKATa Ha JIETPO30J1.

CnelpanHy KaTeropyuy nanHeHTky
B eqno npoyuane, BKoYBamo 19 n10o6poBo/uy ¢ pasinyHa CTENCH Ha 6uOpeyHaTa dyHKums (24-

4acOB KJIMPBHC HA KpeaTuHuHa 9 10 116 mL/min) He € yCTaHOBEH e(eKT BbPXY (hapMaKOKHHETHKATA
Ha JIETPO30JI CJIe] NPHaraHe Ha eIMHUYHa J03a oT 2,5 mg. B apyro noao6HO H3NMTBAHE NPH JIMLA C
pasfiMyHa CTereH Ha yepHoapobHara dyHkuus (crenen B no Child-Pugh) cpennure CTOMHOCTH HA
AUC ripu 706pOBOJIIMTE ¢ YMEPEHO TEXKKa YePHOAPOOHA HEOCTATBYHOCT Ca ¢ 37% no-BUCOKH, HO
BCe MaK B IPAHMLIMTE Ha HOPMAJTHUTE CTOWHOCTH, Hab/ioapany MpH JiMLaTa 6e3 yepHoApoOHa
HeIOCTATHHHOCT. B rnipoyuBaHe, cpaBHABallO (apMaKOKHHETHKATA Ha JIETPO30J CJIC/] TIPHEM Ha
e[HOKpaTHa 032 NMpy § nalMenTa MEXKe ¢ 4epHOApoOHa 1IMp03a H TEXKA yepHOApoOHa
nenoctarbuHocT (crened C no Child-Pugh) cnipamo 3apaeu ao6posonuu (n=8), AUC 1 ty;; HapacTsaT
chOTBETHO ¢ 95 U 187%. ITopanu Tasu npuunHa Femara Tpa0Ba aa ce npuara ¢ NOBHIICHO BHUMAHHUE
M crie]] NpeLeHKa Ha ChOTHOLIEHHETO MEKIY MOTCHIIHATHHTE MON3H W PUCKOBE 32 BCOKH noaoben

NMALUCHT.

5.3 [peaxkTHHAYHYE JAHHH 32 0€301ACHOCT
[Ipy pasnvyHH NPeAKTHHAYHM MPOYYBaHHA 3a DE30MacHOCT, IPOBEICHHU CHC CTAHAAPTHH
>KMBOTHHCKH BHIOBE, HIMa JAaHHM 3a CUCTEMHa WIH TaprerHa opraHHa TOKCHYHOCT.

Jlerpo3on noka3Ba HACKa CTENEH Ha OCTpa TOKCHYHOCT IIpH rpuU3aqy, npuemaiin 1o 2000 mg/kg. lpu
Ky4eTa JIeTpo30J1 IPHYHHABA NIPH3HALK Ha yMEPEHa TOKCHYHOCT I1pH 21032 100 mg/kg.

[Ipy npoyypaHus 3a TOKCHYHOCT NPH [UTBXOBE ¥ Ky4eTa ¢ MOBTapALlH ¢€ 1034 C NPOIB/KATCIHOCT
10 12 Mecena, OCHOBHMTE HabJII0JaRaHH NPOSABH MOTAT Jja CE MPUIHLIAT Ha dapMaKoIor '
nefiCTBHE Ha IEKAPCTREHOTO BEIECTBO. JIO3UpOBKaATa, IPH KOATO HAMA HEXE/IAHN pea

1BaTa BHAa, € 0,3 mg/kg.




[IpoyuBanudaTa in vitro ¥ in vivo Ha MyTareHHHs NMOTCHIMAJI HA JIETPO30] HE Pa3sKpUBAT UHANUKALIMH 32
r¢HOTOKCHYHOCT.

[pu exso 104-ceAMHUYHO MPOYYBAHE 32 KAPLUMHOINEHHOCT IMPH ILThXOBC HE ¢a YCTAHOBEHH CBBP3aHH C
JICUEHHUETO TYMOPH NP MBXKKHATE TITbX0Be. [IpH sKeHCKHTE IUTBXOBE Oelle YCTaHOBEHA NOHWKEHA
YeCTOTa Ha A0OPOKAYECTBCHHUTE U 3JTOKAYECTBEHH I'PBAHH TYMOPH IIPH BCUYKH JO3MPOBKH Ha
JIETPO301.

[lepopaneH npueM Ha JeTPO30J1 NpH OPEMEHHH ILUTBXOBE BOAH 10 JICKO MOBHUICHUE Ha NTOABATA Ha
MaJI(hOpMalIMY Y TUIOAA NPH TE3U )KMBOTHU. Bee nak He € Bh3MOXKHO Jia C© MPEeLeHH Jally TOBa €
HHIMPEKTHO CJEACTBHE OT ()apMaKOJIOTHYHHTE CBOMCTBA (MHXHOMpPaHe Ha CHHTE3aTa Ha eCTPOreHH),
WK JAMPEKTEH Pe3yaTaT oT ehpeKTa Ha JeTpo301 (BXK. NPenopbKUTe B TOUKM 4.3 [1poTHBONOKA3aHUA U
4.6 bpeMeHHOCT H KbPMEHE).

[peaxnunuuny HaGmoieHKs ca GWIN HaTIpaBEeHH Ha TE€3H €EKTH C U3BECTHOTO (HapMaKOJIOTHIHO
neicTBHE, KOETO € SIMHCTBEHOTO ChOOpakKeHHeE 3a 6€30MaCHOCT NPH X0opa, H3BEACHO OT
NPOYUBAHHMATA NIPH AKUBOTHH.

6. O®APMAIEBTUYHHA JAHHM

6.1 CnMchK HA MOMOIIHATE BEIIECTBA

Coerap Ha TaberkaTa; xououaeH 0e3B0oAeH CHINIIMEB AHOKCH, MUKPOKPHCTAJIHA LETyJo3a,
JIAKTO3EH MOHOXHIPAT, MarHE3UEB CTEapaT, LIAPEBUYHO HHIIECTE U HATPHEB HUIIECTEH IIMKOIAT.
OGeuBKa: xurpomenosa, Makporo 8000, Tank, Tutanos auokcua (E 171), xbAT XKene3eH OKCHA

(E 172)

6.2 HechbBMECTHMOCTH
He ca U3BECTHH.

6.3 Cpok Ha rogHocT
5 roaMHM,
6.4 CHennajJHH yCJIOBHS HA ChXPaHEHHE

Ila ce cvxpaHsBa npy Temneparypa noa 30°C, B opuruHan#a ONakoBKa, 3a Aa Ob/E 3aIMTCHO OT

BJIara.
Jla ce chXpaHaBa Ha MACTO, HEAOCTBITHO 32 ACLA.

6.5 JlaHHH 32 ONIAKOBKATA
Baucrepu ot PVC/PE/PVDC.
6.6 CrnenHaJTHH NpeaANa3Hd MEPKH NPH H3XBLPJSHE

Hsma crienmaltiy IpEnopbKH 3a ynorpeoda.

7. NPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEDBA

Novartis Pharma GmbH,
Roonstrasse 25, 90429 Nuernberg, I'epmanus

8. HOMEP HA PA3PEUIEHHETO 3A YIIOTPEBA
20020268




9. JATA HA ITHPBO PAZPEIIIABAHE/IIOJHOBABAHE HA PAZPEIIEHHUETO 3A

YIIOTPEBA
21.03.2002 r.

10. HATA HA AKTYAJIN3UPAHE HA TEKCTA
Hexempu 2008
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