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KPATKA XAPAKTEPACTHKA HA MPOIYKTA -~ = =

1. HME HA JIEKAPCTBEHHA IPOAYKT

Jexsunpa 2,5 mg ¢unmupany TabreTky
Zequipra 2,5 mg film-coated tablets

2. KAYECTBEH H KOJTHUECTBEH CLCTAB

AKTHEHO BENIECTBO: JIETP030X (letrozole)
Beaka ¢punmupana TabneTka cuabpika 2,5 mg nerposon (lefrozole).

TloMOMIHO BEmECTBO C H3BECTHO AcHcTBHE:
Besixa dpunmupana TabiaeTka chEbpxa 77,5 mg naxToia MOHOXHIpAT.

3a MBIHESA COHCHK Ha NOMOILIHHKTE BEIIECTRa BIDkTe TouKa 6.1,

3. IEKAPCTBEHA ©®OPMA

Ounmapasy TabreTKH
Kpbrim Tabnerku ¢ G450 Sp0 U KBITO NOKPHTHE.

4, KIHHUYHH TAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

- ANFOBaHTHO JICUEHNHE NPY XKEHA B IIOCTMEHOIIAY3A C TO3HTHBEH 33 XOPMOHAIHH PELCTITOPH
MHBAZHBEH paK HA IbPAaTa B paHeH CTalHii.

- Pasmmmpeno amioBaBTHO NeYeHHe Ha XOPMOHATHO3ABHCHM HHBa3HBCH PaK Ha I'bPAATa NMpH
JKCHH B [IOCTMEHONIAY34a, KOHTO Ca GI'IJIH HA CTAHNAPTHOTO AMIOBAHTHO N&YeHHue ¢ TaMOKCPI(bﬂH
B [IPOABILKCHHE HA TIET I'OAHHHA.

- IIbpBa MHHUA HA JiEYCHHE NPH XKEHH B MOCTMEHYNAy3a ¢ XOPMOHAIHO3ABHCHM DAk Ha
IrbpAaTa B HanpeHan cragui.

- Jleuenne Ha pak Ha IrbpaaTa B HanpearHan crTaanii cnex pelnHB HIH NPOrpecHA HA
3a00/MIBAHETO MPH KCHH ¢ eCTECTBEH RM MIKYCTBCHO HHIYLHMpaH IOCTMeHCNAY3aicH
eHIOKPHHEH CTAaTyC, KOHTO MpPeii TOBA ¢4 OIWIH JICKYBaHH ¢ AHTHECTPOrCHH,

- Heoamonaﬂ'mo JICYCHHE IIPH K€HH B noc*menonaysa ¢ TO3HTHBEH 34 XOPMOHANTHH
peuentopy, HER-2 HeraTHBEH pak Ha I'bpAara, NpH KOWTO XMMHOTEpANkiATa HE € IIOAX0oAA A
M JTHIICBAT NOKA3aHHKA 34 He3a0aBHO ONepaTHBHO JSYCHHE,

He e ycranoseHa eMKacHOCT IIpY IAHENTH ¢ HeraTHBEH 33 XOPMOHANHH PELeTOPH Pak Ha
repiaarTa.

4.2 No3MpoOBKA H HAMHH HA NPHJIGKEHHE

HosrpoBka

B‘ngacmHu U nayuenmu 6 crmapuecKa eL3pacm

IpenopsuuTenHara A03a IETPO3ON € 2,5 mg enuH ObT AReBHO, He ce Hanara KOPHTHpaHe Ha
A03aTa IPA NAaUHEHTH B CTaptCCKa Be3IPacCT.
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Tipn amroBaHTHAaTA WIH pa3slHpeHa ajIOBAHTHA TEpanHd, JEYEHHETO ¢ JeTpo3oi Tpabaa aa
OPONWDKH 5 TOAWHN WIH 00 HACTHIBAHE HA pEHAWB Ha TYMOpA.

IIpy amoBaATHA TepamHd, CEKBEHTHATA TepameBTHYHa cxeMa (nerposon 2 TrOOMHH,
NIOCTIE/IBAH OT TaMoKCH(eH 3 roqfHM) ChINe MOXKe 2 c& HMa NpepH (BX. TOUKH 4.4 1 5.1).

Ipu xHeoamoBaHTHa TEparnid, JEYEHHETO C 1eTpo3oi 6H Morfio Aa Rporikn 4 2o 8 Mecena,
3a Jla C& NOCTHCHE ONTHMMAIHA TYMOPHA pefykudA. AKO HE €& MOCTHTHE JOCTATHUHO
TepaNeBTHYHO NOBIMABAHE, JIESEHWETO C JNerpo3on TpalBa Ja ¢ MpEyCTaHOBY M lia e
IUIAHKMpA ONEPATUBHO NigdeHNe W/ UK Aa ¢e oOChIAT ¢ NaudeHTa APYTH BapHaHTH 33 JICYCHHE.

Heguampuvna nonynayus

3exBunpa He ce Npenopbysa 3a ymoTpeGa mpH Zeua M oHomM. besomacHocTra H
euxacHOCTTa Ha JIeTpo30M IpH Jela U JOHOWIY HA BB3pacT 40 17 TOAHHA HE ¢4 YyCTAHOBEHH.
Hanuoe ca orpaHA4eHn JaHHE ¥ He MOTAT Aa OBbAAT JafeHN NPENOPEKH 32 N03HPOBKATA.

Bvbpeuno yapeacoare

He ce Hamara KOpHrMpaHe Ha Jo3aTa HAa 3eKBHTIpa npM mamdeHtH ¢ OpOpedna
HENOCTATHYHOCT ¢ KPEATHHHHOE KIBpBHC >10 ml/min. HAMa AOCTATHYHO HaHHH NpPH Cliy4ad
Ha 656petHa HEMOCTATEYAOCT C KPEaTHTHUHOB KIHMpBHe nod 10 ml/min (Bx. Toukn 4.4 1 5.2).

Yeprodpobxo yepesxciane

He ce namara xopurapade Ha J03ara Ha . 3eKBHOpa OpH NAIHEHTH ¢ JIEKa N0 YMEpeHa
616peuna nepocrarsaHocT (Kmac A wmn B no Child-Pugh). HamMa nocrarsuHo maHuu 3a
NalHeHTH C TEXKO 4YepHORpoOHO yspexaaHe. [IpH NauMeHTHTE C TEXKKO HepHOAPOLHO
yepexpane (Knac C mo Child-Pugh) ¢ HeofxonumMo BHHMATEIHO MpocnelsBane (BiK. TOYKH
4.4 45.2).

Hauun Ha npunoxkenye

3exsunpa Tpa6Ba A3 ce MpHEMa MePOPATHG H MOXKe A3 Ce NIPHEMA CHC MK §e3 XpaHa.

4.3 IIpoTHBONOKA3AHUSA

- CBpBEXUYYBCTBUTENHOCT KBM AKTHBHOTO BEIISCTBO HAH HAKOE OT TOMOLHHTE
BELIECTRa, H30poeHH B TouKa 6.1

- TpenveHomaysancH eHIOKPHHEH CTATYC

- Bpemernnoct (Bx. Touka 4.6)

- Knpmene (Bx. To9xa 4.6)

4.4 CneuyanHK NperynpeKaeHAs H NPEANa3HE MEPKH NPH ynoTpeda

MenonayzaneH ¢raryc

Ilpu NauMeHTH ¢ HEACEH MEHOMAY3AlEH CTAaTyC, HHBATA HA JyTeHHH3HpawmnA XopmoeH (LH),
dbonukynocriMynnpamua xopmon (FSH) w/unu HuBara Ha ecTpapuon tpabpa jga Obaar
H3CHEABAHH ApPEeAH 3amodYpade Ha jedyeHwe C netpo3on. CaMo XEeHH ¢ HOCTMEHONAY3aneH
CHIOKPHHEH CTATyC TpAOBa Aa MPHEMAT JIETPO301.,

Br6peuno yBpexaane
Jlerpozon He ¢ Oun M3cAeABAH NPH AOCTATHYEH Opoil NIAIMEHTH ¢ KPCATHHIHOB KIHPBHC 10-

HACHK OT 10 ml/min. TToTeHUMANHHTE PHCKOBE/TION3M 33 TE3M mMalmeHTH TpAdsa Aa Ghaar
BHAMATENHO 0OMUCIIEHH NMpeay 3am0uBaHe Ha JeYeHHe ChC 3EeKBANpA.




YepraonpebHo yBpexnane
INpy maumeHTH ¢ Texko depHOmpoGHO yBpexndaHe (knac C mo Child-Pugh), cucremHara

€KCTIO3HIIHA H TEPMHHANHAST NOMYXKHECT ca OHWiIH npuOGnM3InTeNHO ABOHHO II0-BHCOKH B
CPaBHEHHE ¢ TE3H NPH 3ApaeH AoOposoniy. [Topaay ToBa TakuBa nanueHTH Tpabea aa Ovxar
o HenocpeACcTBeHo HabmoaeHne. (BX. Touka 5.2).

Edexn pppxy Kocrute

3exBHIpa € MOHMIEH NMOHKKABAI HUBOTO HA eCTporeHnTe NpoaykT. [Ipu xenure ¢ aHamHesa
334 OCTEONOopo3a WHIH (PakTypH WIH NPH KOWTO MMa NOBHIODEH PHCK OT OCTEONopo3a,
KOCTHaTa MIsTHOCT Tpabsa Za Obje M3cnedpasa NpeAH 3alM0YBAHE HA ANICBAHTHZ WM
pasIHpEHa aliOBaHTHA Tepalns H IPOCIeABaHa [0 BPeMe Ha ICYCHHETO ¢ JETPO30/ H ciel
toBa. Ilpu HeoOxomumoct, TpabBa fOa ce 3amodHE JCYEHHE HAH NpodHIaKTHKAa Ha
OCTEOI0po3aTa, KOSTO Ja NOMNIEKH Ha BHHMATENHO npocnensasane. IIpu aaloBaHTHA Tepamnus
MOXE CBHINO TaKa fia ce UMa MPEABH] CEKBEHTHA TEPAEETHYHA CXeMa (JeTpo3on 2 FOfHHH,
nocneaBaH or TamokcHdeH 3 roaMHu) B 3aBHCHMOCT OT npodmna Ha Ge30macHOCT mpH
CBOTBETHHS mawenT (BK. Touke 4.2, 4.8 w 5.1).

TenanHAT ¥ CKBCBAHE HA CYXOQMKIIHATA

Moske Ja ce pasBHe TEHAMHHT ¥ Jia HACTBIAT PA3KBCBAHHA HA cyXOxwauaTa (penkn). Tpabsa
Ja ce 3anoYyHe BHUMATEIHO HaOnWAeHUe Ha MALMEHTHTE H O3 ¢ MPEAIPHEMAT MOAXOIALIH
MEPKH 33 33CErHaTOTO CyXoKuaue (Hanp. obeansmxeane) (Bx. Togka 4.8).

Hpyru apenynpexnenns

ENHoBpeMEHHOTO NPWIOKEHHE HA 3€KBHIpa ¢ TaMOKCH(eH, OPYTH AHTHECTPOTEHH IJIH
ECTPOTEH-CHILKANIN JICKApcTBa TpAOBa ma ce n3barea, THH KaTO TE3H BEIIECTBA MOTArT A2
Hamanar GpapMakoIorHIHOTO NeficTBHE Ha NeTpo3ol (BxX. Touka 4.5).

Jlaktoza
Hauncn‘m ¢ PCIKH HaACAeACTBCHH HapYNICHHA KaTO rajlakTo3Ha HENCHOCHMOCT, 0611.[
naKkTaled JeHUHT WIH [IIOK030-TalakTo3Ha ManaGeopbums He OHBa jJa MpPHEMAT TO3H
MpOAYKT.

Harpmii
Toea NexapcTBO ChALPkKA mo-Matko or 1 mmol marpuii (23 mg) Ha Tabnerka, T.e. DO
CBINECTRO € ,,6e3 HaTpuii®

4.5 BzaamopeiicTBHe ¢ ApyYrM JIEKADCTBEHH TIPOAYKTH H ApyYrH $opMH Ha
B3aHMoneicTBHe.

MeraGomasMbT Ha nerpo3on e uacTudHo MexuupaH or CYP2A6 n CYP3A4. LlumernauH,
KOHTO e cnab Hecmemmduuen nxuburop Ha CYP450 emumMure, He NOBIHABE MIA3MEHWUTE
KOHLEHTpaIuK Ha JeTpo3o. EdexkTsT Ha Moiuny Huxubutopu Ha CYP450 He € U3BeCTEH.

Jo T03H MOMEHT HAMa HATHYEH KIHHHYEH OTHT C MPHIAraHeTo Ha 3eKBHMpa B KOMOHHALMA
C CTPOTEHH MJIX APYrd NMPOTHBOPAKOBH CPEACTBA, Pa3NHUHH OT TaMokcHpeH. TamokcHpen,
IpYrH AHTHECTPOI€HM WIM eCTPOTeH-ChOBPIKAWIM JIGKapcTBa, MOrar Ja HAMATAT
(dapMakoNorHyHOTO AeHcTBHE Ha nerpo3oil. OCBeH T0BA € YCTAHOBEHO, Y€ EAHOBPEMEHHOTO
[pUROKEHHE HA TAMOKCHQEH ¢ NIETPO30N 3HAUHTE/THO HAMANABA [UIA3MEHATa KOHLUEHTPAln
Ha merposon. ENHOBPEMEHHOTO TPHIOKEHHE HA JIETPO3ON ¢ TAMOKCH(EH, ApPYTH
AHTHECTPOTEHH H ECTPOreHH, TpAOBa Ja ce m30srea.

c'reneH HO KNHHHYHATA 3HAYMMOCT € HespecTHa. [Topanu ToBa € Heoﬁxomm
BHUMAHHUE TIPH €NHOBPEMEHHOTO TIPHATAHE HA JIETPO3ON C JNEKapCTBEHH NPy



CHMUHRPAHE 33BHCH MIPEIHUMHO OT TE3H H30CHIUMH, H KOHTO HMAT TECEH TEPAneBTHUYCH
HHAEKC (Hanp. GeHHTOMH, KIOMMEOTpen).

4.6 DepTHINTET, GPEMEHHOCT W KhpMeHe

KeHM ¢ neppMeHonaysaneH CTATYC WK C JETEPOASH NOTEHIHAT
3e1<nﬂnpa TpSIGBa Ja C¢ npaiaara caMmo pH HKECHH C ACHO )FCI‘aHOBeH NOCTMCHOTIAY3AICH

craryc (Bx. Touxa 4.4). Teif Karo uMa chHoOIOEeHHA 32 XEeHH C BB3CTAHOBEHA AWYHHKOBA
GYHKIMA 00 BpeMe HA JIEUEHHETO C JIETPO30/], He3ABHCUMO OT ACHHA MOCTMEHONAy3aneH
CTAaTyC NpH 3aI04BaHE HA JICYEHHETO, NPH HeOoOXOOHMOCT NEekapsaT Tpabsa na oOCHIM
FAPOBEACNAHETO Ha NTOAXONAINA KONTPACHIHA.

MEHHOCT
Ha 6aza Ha OnMTa NpH XOpa, NpH KOMTO MMa H3ONHDaHH CIy9aH Ha BpONEHH AeexTH
(cpacTHanu nalMi, TEHWralHH OT CMECeH THII), JISTPO30N MOXKE A3 INPHYHHE BpPOXCHH
mandopMaliH, KOraTo ce IpHnara mo Bpeme Ha Gpemennoct. [IpoysaHnaTa pH KHBOTHH
MOKA3IBAT PEMPOAYKTHBHA TOKCHIHOCT (Bi.TOUKa 5.3}

3eKBHTIPA € MPOTHBONIOKA3AH 110 BpeMe Ha OpeMeRHocT (Bk. TOUKH 4.3 ¥ 3.3).

KzpmeHe
He e uBecTHO manu MeTpo3on H HerosHTe MetalonuTH ce ekckpeTupar B kppMara. He moxe

Ia ce H3KMIOYH PHECK 33 HOBOPOAEHUTE/ KbpMaieTaTa.

3eKBHIIPA € NPOTUBONOKA3AH PA HA KBPMEHe (Bok. Touka 4.3).

Depriunvrer
DapMaKoOTHIHOTO ACHCTBHE HA NETPO3OJ € J3d HAMAIABA NPOH3BOACTROTO HA €CTPOTCHH

ypes mHxufHpaHe Ha apomarasara. IIpH JXeHH NpeAH MeHOmaysa, MHXMOHpAHETO HA
€CTPOTEHOBHA CHHTE3 BOAM OOPATHO N0 MOBMIUABAHE HA HHBATZ HAa roHajoTponunute (LH,
FSH). INoprmuenute unsa Ha FSH or ceos crpana crumMynupaT GONHKYNApHHSA pactek M
MOTAT Ja NpeJH3BUKAT OBYIALHA.

4.7 E¢exTH BLPXY cnocofGHOCTTA 32 WodHPane H paloTa ¢ MalHHH

3eKBHNpa TIORIAAEA B MAfiKa CTeneH crnocoGHOCTTa 3a wodnpane 1 paliora ¢ Maumnud, Tei
Kato mpd ynorpebara Ha 3ekBHnpa ¢a HaGMIOAABAHH YMOpA M 3aMadHOCT, ¥ Hedecro ce
c061IaBa 33 CHLHIMBOCT, CE NPENopEYBA NOBHIIEHHO BHUMAHKE NpH modApaHe wiy pabora
¢ MAlIHHH,

4.8 Hexkenan JiekapeTBeHH peaknHl

OGobmenye Ha npoduna na GezonacHocT
YecTOTHTE HA HEXENAHWTE Peaknpd NpH Jerpozon ca 0asHpaHy MPeNMMHO Ha AaHHH OT
KTHHHYHH H3HTBAHHA.

IpubanzdTenAe NpH egHa Tpera OT NANMEHTYTE, JICKyBaHM C JIETPO30] TNMPHR HalM4YHH
MeTacTasd ¥ IpubmasuTenHo npy 80% oT nanveHTHTE HA aMIOBAHTHA TSPaMA, KakTo H IIpH
Te3d HA paslIHPeHA ANIOBAHTHA TepanHdA, ce¢ HabmIONaBaT HEKENAHH peaKIHH.
BOMUMHCTBOTO OT HEKeJaHWTE peakiHM BBIHMKBAT Ipe3 NLPBHTE HAKONKO CEAMHUM HA
JIESEHHETO.

Haii-uecto crofmasaHnTe HeKeNaHH pPeakU#Hd MO BPEME HA KJI'H}IH']HHT
ropeii BAHH, XHIICPXONECTEPONeMHS, SpTpaNThi, YMOPa, IOBHIIEHO MOT

]




BaxHu NOMBAHMTENHM HEKENTaHH peaKUHM, KOMTO MOraT [Ja Bb3HMKHAT IPH JIEYEHHE C
JIETPO30J1 Ca: CKEeJIETHO-CBBP3aHH CHOMTHS KaTo OCTEONopo3a W/MIHW KOCTHH (pakTypu H
ChPIEYHO-CHAOBH CHOUTHS (BKIHOYHTEIHO MO3BYHO-CHIOBH U TPOMOOEMOOIHYHH CHOHTH:).
YecroTara Ha TE3H HEXKENAHH peakluy e onucana B Tabnuua 1.

Tabnu4Ho npencTaBsHe HA HEXKETAHH PEAKIHKH

YecToTuTe Ha HEKENaHUTE PeakLMH NPH JIeTpo3oJ1 ca 6asHpaHH NPEIHMHO Ha IaHHH OT

KJIMHHUYHH U3IMUTBAHUA.

Cnenpamyre He)KeNaHW JEKapcTBEHHW peakuud, u3bpoenu B Tabnuua 1, ca chobiieHH mo
BpEME Ha KJIHHHYHHTE MPOYYBAHHA H MOCTMAPKETHHIOBUSA OMUT C JIETPO30IL.

Tadauua 1

Hexenanute peakuuu ca xinacHbUIMpaHH B 3aBHCHMOCT OT 4eCTOTara, Karo Ce 3arno4ea oT
Hali-4ecTHTe, CBINIACHO CJIeNHAaTa KOHBEHIHA: MHOro 4ectdH >10%, vectn >1% mo <10%,
Hedect >0,1% mo <1%, penku >0,01% mo <0,1%, muoro peaku <0,01%, c¢ HeusBecTHa
yecToTa (0T HATMYHKUTE IaHHH He MoKe Ja Gbjie HanpaBeHa OLIEHKa).

HHeKuus Ha NHKOUHHTE MBTHIIA

Yectu

I'naBobonne, 3aMasHOCT

Heuectu CwHnuBoCT, Oe3cbHME, HapylleHMs Ha IaMeTTa, [IM3ecTe3ud,
BKJIIOYMTEIHO TApecTe3us, XHIIOECTe3us), HapylleHHs Ha BKyca,
MO3bYHO-ChIA0BH HHLUHIEHTH

Heuectu Kara a, IIpasHeHe Ha OYUTE, 3aMBITIEHO 3pEHHE

Yectu Mannurauus'

Heyectu Taxukapaus, HCXEMHYHH CHPACYHO-CHIOBH CHOMTHA (BKIIOYHTENHO

MHoOro yectH

HOBOMOSIBUNA CE MM BJIOILABAlllA CE CTEHOKap[us, CTEHOKapAaus,
M3KMCKBAILA OMNEpPAaTHBHO JieYeHHe, MHOKapAeH HH(AapKkT M MHOKapAHa

["opewu BBIHU

Yectu XuneproHus

Heuectu TpomGodgnebuT (BKIIOYHTENHO TOBBPXHOCTEH H ABIOOK BEHO3eH
tpoMbodnedur) /7‘7-—""“‘—-.'{\_\

Penku '

Benogpo6Ha TpomGoemOonus, aprepuaiHa Tp%&%ﬁo-

uH(bapKT




Heuectu ITicnHes, KalUTHia ~ _

lapeHe, aucnencus , 3anek, KOpeMHa Ooska, AHapuA, NOBpPbLUAHE

Heuectun

CyXo0Ta B yCTara, CTOMaTHT'

[MoBHlIEHH HHBAa HAa 4YEPHOAPOOHH eH3MMH, XuUNepOuIHpyOHHEMHS,
AKBITEHHLIA

MHoro uectH

Xenarur

VYBeNHYeHO MOTOOTAE/AHE

Yectu Anoneuus, oOpuB (BKITIOUHTENHO €PHTEMATO3€H, MaKyJomanyjiapeH,
ncopuazudopMeH 1 BE3HKYNIApeH), CyXa Koxka
Heuectu Cupbex, ypTHKapHs

C Heu3BeCTHa YecToTa

AHruoezieM, TOKCHYHA €NHAepMalHa HEKPO

MHoro yectu Aptpanrus
Yectn Muanrus, Gonka B kocTuTe', ocTeonoposa, ¢ppakTypH Ha KOCTHTE, apTpHT
Heuectu TenauHUT

Penku

=

PaskncBane Ha

OXKHIHUATA

_ etlecm [loBuiLeHa YecTOTa HA YPHHHPAHE _

BaruHanHo KppBeHe

MHoro 4yectH

, BATHHAJIHA CYX0Ta, 60/1Ka B rbpAHTe
07 et

VMopa (BKIOYHTENTHO aCTEeHHs, 0610 Hepa3noJIoKEeHHE)

Yectun

INepudepeH oTok, Oonka B rbpauTe

Heuecrtu

| GC'[‘H

I'eHepalTH3HpaH OTOK,CyXOTa Ha JINMABHLHMTE, THPEKCHA

INoBHIIaBaHE HA TETNIOTO

Heuectn

3aryba Ha Terno

" Heskenanu peakiuy, choOIaBaHH CaMO NPH NAUMEHTH ¢ METACTa3H

HsAKOH HexenaHM peakiuH ce choOliaBaT ¢ MoAYEPTaHO pasfH4HA YeCTOTa NPH aNloBAHTHA
tepanud. Cneasaiyure TabMHLM NPENOCTABAT HHQOPMALMA 32 CHIHU(QHKAHTHHTE PasinKd
NpU JIETPO30J CNpAMO TaMOKCH(eH, npunaraHd Karo MOHOTEpanMs W MpH JIETPO30J-
TaMOKCH(EH NpUnaraHi KaTo CEKBEHTHA TEpanus:

Tabanua 2 AnOBaHTHA MOHOTEPANHs € JIETPO30J1 CNPSAMO TAMOKCH(eH, NPHJIAraH KaTo
MOHOTEpANHA — HeXKeJTAHH CbOHTHS CbC CHTHH(PHKAHTHA pa3jinKa

Jlerpozos, wuecrota Ha | Tamokcuden, 4decrora Ha
HEKEeNAHOTO ChOUTHE HEKeJAHOTO ChOHTHE
Kocthu ¢paktypu 10,1%(13,8%) 7,1%(10,5%)
Octeonoposa 5,1%(5,1%) 2,7%(2,7%)
Tpomboembonuunm cubutus | 2,1%(2,9%) 3,6%(4,5%)
MHuokapaeH HH(papKT 1,0%(1,5%) 0,5%(1,0%)
Xunepnnasus Ha 0,2%(0,4%) 2,3%(2,9%)
eHloMeTpHyMa/paK Ha
eHJIOMEeTpHyMa




3abenexka: MeamaHa Ha NPOARDKHTENHOCT HA neueHHero 60 mecema. [MepHOmsT 3a
cp00MIaBAHE HA HCKEIAHM PeAKUMM BKIOYBA MNEpHOJA HA JiedeHue Moc 30 AHM ciex
CHHpaHE Ha NIEUeHHKeTo.

IlpoueHTUTE B CcKODHTE mOKA3BAT d9ecTOTaTa Ha CHOMTHATA TIO BCAKO BpeMe Chel
paHIOMM3alMATa, BKIIOYMTENHO Npe3 MepHOAA Chell NPHKIIOYBAHE HAa NpPOYIBAHETO.
MeiHaHaTa Ha npochenneaHe € 73 Mecea.




Ta6auua 3 CexpeHTHA Tepanusi CHPAMO JIETPO30J, APUIATAH KATO MOHOTEPaNMsA —
HeXeNaHH ¢HOHTHS Ch¢ CHrHH(HUKAHTHA Pa3IHKA

Jerpo3oa karo Jerpozoa- TamoxcHpen -
MOROTEpaNHs >TamoKcHden >JeTpo3o

KocTHH ¢paxTypn 9,9% 7,6%* 9,6%

Ipoawdeparusam 0,7% 3,4%%* 1,7%**

HapymIcHUa Ha

EHIOMETPHYMA

Xunepxosecreponemus | 52,5% 44,2%* 40,8%*

Iopen BuIHK 37.7% 41,7%"* 43,9%**

BaruHanuo KepbeHe 6,3% 0,6%** 12,7%%*

*  CHrHHOHKAHTHO NO-MAJKO NPH JIETPO30JI KATO MOHOTEpANHS

** CurHuuKaHTHO TIOBEYE [IPH JIETPO30] KATO MOHOTEpars

3abenexxa : [lepuonsr 3a crobiMasane e no BpeMe Ha neyeHHeTo WIH 30 JHM CJIe] cnHpaHe
HA NIUEHHETO '

Omicanuie Ha W30pany HexKenaHy peakiyA
Hexcenranu peaxyuu caup3anit coc Copyemo

[pu amoBadTHA Tepanus, B HOMBANCHME KbM JanHUTe, TipeAcraBenn B Tabmaina 2, ce
cpofIaBsaT CNeaHMTE HEXenaHH chOMTHA, CHOTBETHO NpPH JETPO30X ¥ Tamokcuded (Mpu
MEIHAHA HZ MPOABIDKHTENHOCT Ha ledenuero 60 mecena nmoc 30 aum): cTEHOKApRHuA,
H3WCKBama omepartHBHo JjeucHue (1,0% cnpamo 1,0%); cepmedsa nepocrarsunoct (1,1%
cpamo 0,6%); xuneprorua (5,6% cnpamo 5,7%); MO3BYHO-CHIOB HHIMAEHT/TPAH3IHTOPHA
HCexeMHYHa aTaka (2,1% cnpamo 1,9%).

Tlpu pasupeHa anoOBaHTHE TepamHs CHOTBETHO MPH  JNeTpo3on  (MEOHaHA Ha
MPOABIKKUTENHOCT HA JICYEHHETO 5 roguuH) u onaledo (MeadaHa Ha IPOSRIKHTETHOCT Ha
JICYEHHETO 3 TOHHU) ce CHOOIABAT; CTEHOKApAHsA, H3KCKBAIR onepaTupHo nevdenne (0,8%
cpamo 0,6%); HoBOTOABHNA Ce Wi Blomasama ce crenokapanf (1,4% cmpamo 1,0%);
muokapnen uugapkr (1,0% copamo 0,7%); TpomGoemGonmarm cubumna* (0,9% cnpsmo
0,3%); uncynT/Tpan3uTOpHa MeXemuuHa ataka* (1,5% cnpamo 0,8%).

CrOnThATA, OTOCNIA3aHM ChC * HMAT CTATHCTHYESCKH 3HAYHMA pa3ljIHKA B ABETE TEPAneBTHIHH
paMeHa.

Crenemno-cabp3aniu cobumun
32 papnMTe 32 GE30MACHOCT 10 OTHOLICHHE Ha KOCTHTE MPH aNIOBAHTA TEpanud, MOIA
OTHeceTe ce KeM Tabnuua 2.

Ipu pasiumpeHa aMOBaHTHA TEPaNHs [PH CHTHH(HKAHTHC NOBEYE NALMEHTH, JECKYBAHH C©
neTpo3on, ¢& HalMmoAaBaT KOCTHH (paKTypy WiH ocreonroposa (kocTrM ¢paxtypu 10,4% u
octeonoposa 12,2%) B cpasHeHHe ¢ MaumeHTHTE B MUIanedo-pamoro (choTBerHo 5,8% M
6,4%). Meauanata Ha NPOXBJOKHTENHOCT M2 NEUEHWETO € 5 COAMHM ¢ NeTpooll, CIpaMo 3
rOAMHH ¢ manedo.

Qmﬁgaaane HA NOAQ3HPAHN HEXENIAHH PEaKIiiHH

Crobmasanero Ha MOJO3MPAHH HEXEIAHH PeaklHH Cliell paspemaBaHe 3a ynoTpeba Ha
NeKapcTBEHUA NpPOOYKT ¢ BakHo. Topa No3poAABA ha MPOALIKA HAGMIONEHHETO Ha
CHLOTHOILIEHHAETO MON3a/PUCK 33 JIeKapCTBeHHA NpoayKT. OT MEMHIHHCKHTE CISHHANKMCTH C¢
M3MCKBA Ja chOOLIABAT BCAKa TOMOIHPAHA HEXKENAHa PeakiBA 9pe3 HAIHOHATHATA CHCTEMA
3a crofluaBaHe:

H3mnaHuTeNHA areHIHA 110 JIeKapcTBaTa
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4.9 IIpexo3upane
CpobmaBar ce M30JIAPaHH CITYYal HA MPEAo3Hpane.

He e m3BecTHO crneuudMuHO JedeHHe npu npemosupase. Jledenuero TpaGBa na Guae
CHMIITOMaETHIHO H NMOAALPKAII0.

5. PAPMAKOJIOTHYHH CBOWCTBA
5.1 ®apmMakoAMHAMMYHH CBOHCTBA

(QapmMaxkoTepaneBTHIHA Ipyna: EHAoKpHAHA Tepanua. XOpMOHANHH aHTaroHHCTH H CPOAHH
cpencTea: apoMarased HHxHOHTOP, ATC xom: LO2ZB G04.

dapmakornHamMuuny edekTn

EnAMHHHpaHETO HAa ECTPOTEH-MEIUMPAHOTO CTHMYNHpaHE HA PAcTEXa € NpeAnocTaBKa 3a
TIORTHABAHE HA TYMOPHMTE B CIIYYaHWTe, KOTATO PacTexbT HA TYMOPHATa THKAH 3aBHCH OT
HAIAYMHETO HA eCTPOreH W ¢ NMPWIara eHROKPHHHA TeparmA. IIpH XeHHM B NOCTMEHONAY3a
ECTPOreHHTE C¢ INPOM3BEKAAT OCHOBHO MOJ ACHCTBHETO HA €H3MMA AapOMaTa’a, KOHTo
npeobpaiysa HanOsOpedHHTe AHAPOreHH — OCHOBHO AHIPOCTEHAHOH H TECTOCTEPOH — B
ecTpOH M ecTpaauon. CnefoBaTeNHO TOTHCKaHeTo HA OHOCHHTCIaTa Ha ECTpOreH B
nepudepHHTe THKAHH H B CAMATA TYMOPHATAa TEKAH MOXe Ja ObJe mOCTHTHaTo 'pes
crienudMHOTO HAXHGHpaHe Ha eH3WMAa apoMarasa.

Jletposon e HecTepoupeH apoMarazeH mixubutop. Toif HHXEGHpa cH3MMa apoMaTasa, Ipes
KOHKYPCHTHO CBbp3BaHe C XeMa Ha apoMaTasHus umrtoxpoM P450, koeto Bozu mo
orpaHryasaHe OMOCHHTE3d HA eCTPOTEH BBB BCHUKH THKAHH, KBICTO € HATHYCH.

TIpH 3apaBM XeHH B OCTMEHONAY3a, egnHIuHa 1033 ot 0,1 mg, 0,5 mg, ®H 2,5 mg JeTposon
NOHWKABA CEPYMHHMTE HHBA HA ECTPOH M €CTPAlHON CBC CHOTBETHO 75%-78% u 78% or
OasopuTe HHBA. MakcuManHO NOTHCKaHe ce MocTHra no 48-78 vaca.

IIpH IALMEHTH B IOCTMEHOMNAY3a ¢ Pak Ha IbPAATA B HANPENHAT CTajnit, nEeBRUTE 1034 0,1
A0 5 mg HAMANIBAT MIA3MEHATA KOHLUEHTPALMA Ha eCTPa{HON, ECTPOH H €CTPOH cyndar cue
75-95% npm BewuxM NekyBand mammentH. C fo3m or 0,5 mg ¥ NO-BHCOKH, MHOTO OT
CTOHHOCTHTE HA eCTpOH H ecTpoH cyndar ca OHNM non rpaHHUara Ha OTKpHBAHE HA
aHANMTHIHHMA METOH, KOETO MOKA3Ba, Y€ MpH TE3H HO3H ¢ TOCTHrA MO-BHCOKA CTENEH Ha
HOTHCKAHE HA ecTporeHa. TJOTHCKAaHeTO Ha eCTPOTeHHTE ce TIONALPKA IpH BCHYKH NANHCHTH
IO BpeMe Ha LienuA eieben Kypc..

HuxnbupaneTro Ha apoMaTasarta oT nerpo3on e Bucoko cnenuduyno. He ce mabmonmama.
HAapylLEHHE Ha CTEpOMAOreHe3aTa B HaadnOpeqnure knesn. He ca ycraHOBeHH KNMHHYHO
3HAYHMM H3MEHEHHA B I[UIA3MCHHTE KOHICHTpALMM HA KOpPTH3ONm, ampoctepoH, 1l-
IesokcukopTHson, 17-xunpokcunporecrepod 1 ACTH MiH B aXTHBHOCTTa HA IUIA3MEHHA
PEHHH, TIPH TIOCTMEHONAY3AIHA TIALMEHTKH, EKYBaHA C AHEBHU NO3M JeTposon ot 0,1 mo
5 mg. ACTH cruMynalMOHHHAT TECT, H3BBPIIEH cnel 6 ¥ 12 cenMHIM IeYeHHe ¢ JHEBHH

NpOM3BEXIAHETO HA& AITNOCTEPOH WK Kopruson. Ero 3aimlo He ce Hamara
CAIOKOKOPTHKOHI, M MHHEPATKOPTHKOUA,
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He ca ycraHOBeHH H3MeHeHMA B ITa3MEHATA KOHOEHTpauMd Ha aHAPOTEHHTE
(aHDPOCTEHENHOH M TECTOCTEPOH) TIPH 3APABH KEHH B MOCTMEHONAY3a, Clel TIpHEMaHe Ha
SAUHAYHY A03H NeTpo3on ot 0,1 mg, 0,5 mg H 2,5 mg KM B INIA3MEHUTE KOHLEHTpallMH Ha
AHIPOCTEHAHOH HPH MAUMEHTKUTE B IOCTMEHONAY3a, IeKyBaHH ¢ QHeBHH no3H ot 0,1 mg no
5 mg, koeTo noka3sa, ye GMOKHpaHeTO HA GHOCHHTE3a HA €CTPOTEH HE BOAH O KyMYJIHPaHE
Ha aBApPOreHHH npeKypcopH. [InasMenwre HEBa na LH B FSH He ce mosnusaBar ot meTpo3ona
NpH HAUMEHTHTE, HUTO OMBA 3acerHara IWMTOBHAHATA (YHKIMs, OIEHEHAa 9pe3 TecT 3a&
3axsailiane Ha THpoTponus (TSH), rpritogoruporns (T4), u THpokchH (T3).

AJIOBaHTHA TepANHA
Ipoyusane BIG 1-98

BIG 1-98 e MHOrOLEHTpOBO, NBOHHOCIANO NpoydBaHe, mnpH koero Hax 8 000
MOCTMEHONIAY3alIHH JKE€HH © TIO3UTHBEH 33 XOPMOHANHE PEUEIITOPH Pak Ha IBPAATA B HAYyaneH
cTaamii ca paHAOMU3HPAHHA HA SAHO OT CACOHUTE JIeYeHAA:

A. TamoxcudeH 3a 5 rogunn; B. netpozon 3a 5 ronwHu; B. TaMokcudeH 3a 2 ronyHy, a Cnen
TOBa JIeTpo3on 3a 3 roannw; . neTpozon 3a 2 rogHsH, a CIEA ToBA TaMOKCH(:eH 3a 3 rOnuHA.

Ilnpeuunara kpaiiHa Touka e npexusAeMoct Ges 3alomapane (DFS); BropHtiHM KpaiHH
TOUKY 3a eHKACHOCT ca BpeMe N0 N0Ba Ha AaieqsH Metactasd (TDM), npexusaemoct Ges
daneunH MeracrasH (DDFS), obma npexupdemoct (OS), npexueseMocT 6e3 CHCTEMHO
3afonsBade (SDFS), HHBa3HBEH KOHTpanaTepaieH pak Ha rbpOaTa H BpeMe A0 penHuB Ha
paka Ha TbpAara.

Hannu 3a epuracnocm npu meduana na npocaedasave 26 u 60 meceya

Hanaure B Tabmima 4 otpasasar pesynrarure OT IIGPBHYHHA OCHOBEH dHAIH3 Ha
npoyqsanero (PCA), Gaupan Ha JaHHWTE OT PAMEHATA Ha MOHoTepanui (A B b) u ot aBeTe
PaMena, Npd KOHTO HMa CMAHA Ha TepanuaTa (B u IN), IpH MelraHa Ha IPOXBDKHTEIHOCT Ha
neueHHeTOo 24 Mecema M MenHaHa Ha NpocnendeaHe 26 Mecena, M NpH MeAHaHa Ha
NPOABIKHTEIHOCT Ha JledeHHeTo 32 Mecela H MenuaHa Ha pociensasane 60 Meceua.

MponeHTET Ha 5-ToAHINHATA TpeXABieMocT §e3 3abonssane ¢ 84% npu nerposon u 81.4%
IIpH TaMOKCH{eH.

Tabmuua 4  IIspeayen anaau3 wa npoyusanero: Ilpexupsaemoct 6es saboansane H
ofma Npe:KHBAEMOCT NPH CPpeaHO Npocacanapane 0T 26 Mecea H CPeIHO NPOCACAABAHE
ot 60 mecena (ITT nonyaauun)

l]'l:pllll'-lel-l AHAJIH3 HA NPOYYBAaHCTO

Cpeano npociieansane oT 26 Mecena | Cpeano npocaennpane ot 60 mecena

Jlerpaszon Tamoxcuden HR' Jerpozoa Tamoxcuden HR'
N=4003  N=4007  gso,cry N=4003  N=4007 (950 CT)
P P

HpexneaeMoct 351 428 0.81 585 664 0.86
6e3 3abonasane
(mepBHYHA Kpalina (0.70, (0.77, 0.96)
TO9Ka) - CEOUTHSA 0.93)
{nedbuanEa o 0.003 0.008
npomxo.nz)
Obma 166 192 0.86 330 374 0.87
[PEXXHBREMOCT
{BropuyHa kpaitHa (0.70,
TOYKa) 1.06)

Bpoit cmepTHH




CIyuan

HR = KoedmuuerT Ha puck; Cl = osepuTenen HHTEPBAN
! Long rank test, cepradukais no Hagun Ha paHIOMM3aLWMs ¥ NPHIAraHES HA XHMHOTEpANHs
(na/ue)

IMpexuBaeMocT Ge3 3afonaBaHe - CHOMTHA: NOKOPErHOHANCH PELHIMB, OTAANCHCHH
MET4CTa3H, HHBA3HBeH KOHTpanaTepaeH pak HA CBPAaTa, BTOPUYHA (HE Ha IBPAATa)
MEPBHYHA HEOILTasMd, CMBPT NOpaaH ApyTa npuakHa 63 IpeRmecTBania HeoTUIa3Ma.

Pezymmamu npu meduana na npocredagane 73 Meceya (camo pamenRama Ha MOHOMEPAnUA)
IlomyyeHHTe NMpH aHanM3a HA paMeHaTa Ha MoHorepamad (MAA) FBATOCPOMHH JaHHR
OTHOCHO e(QHXaCHOCTTA HA IIeTpO30N KAaT0 MOHOTEpanHA CIPAMC TaMOKCHbeH Karo
MOHOTepanyd (MenkaHa Ha NPONBIDKHTEIHOCT Ha AMIOBAHTHATA Tepanui: 5 TofHHH) ca
npencrapens s Talbmima 5.

Tabanua 5 AHajau3 Ha paMenaTa Ha MohoTepanus: [Ipexusnemoct Ges 3aGongBane o
06Ina NpexXUBAEMOCT NPH MEAHAHA HA npocaeansane 73 mecena (ITT nonyxauns)

Jlerposon Tamokcuben  foedumment Ha p“m‘ P croiinoct
N=2459 (95% CT)

IpexupseMocT Oe3 509 565 0.88 (0.78,0.99) 0.03
sabonsBane —

cHOMTHA

(nepBryHa)’

Bpeme o nossara 257 298 0.85 (0.72, 1.00) 0.045
Ha Jane«HH

METACTasH

{BTOpH"mMma)

Obima 303 343 0.87 (0.75, 1.02) 0.08
MPEXHEASMOCT

{BTOpMYHA) —

CMBPTHH CIlydau

Llenaypupan 509 543 0.85 (0.75, 0.96)
anann3 Ha DFS

Llewsypupan . 303 338 0.82 (0.70, 0.96)
ananns Ha 0S8

' Log rank Tect, crpaTndukaims o HaUKH Ha PAHIOMH3ALMS H IPHIAraHe HA
XHMHOTEpanud (yes/no)

? [Mpexnaemoct 6¢3 3a60aaBaHE - CHOMTHA: IOKOPErHOHANEH PELH/HE, JaN€HHH METacTasH,
HHBA3HBEH KOHTpaNaTepalel pak Ha repaarta, BTOpHYHa (HE HAa IbpAaTa) IbpPBHYHA
HeoIUla3Ma, CMBPT MOPatH Apyra npuunna g3 NpeanecTBala HeoITa3Ma,

’ HabmopeHus B paMOTO HA TAMOKCHGEH, LIEH3YpHPAHH KAM JATATA Ha CENEKTHBHO
NpeMHHaBaHe HA NETPO3OL

Anaruz na cexeenmuama mepanus (STA)

AHANH3IET HA cekBeRTHaTa Tepanus (STA) ce oTHacs Zo BTOpHA OCHoBeH Bpnpoc Ha BIG 1-
98, a HMEHHO JalM CeKBEHHPaHOTO MpHIaraHe Ha TaMOKCHQEH H A€TPO30N OpEBLIXOKIA
MoHoTepanuaTa, Hama cHarenHKkanTHE pa3anke o orHoweHwne Ha DFS, OS, SDFS u DDFS
IPH CMAHA HA TEPAHATA CipAMo MoroTepanuaTa (Tabnmma 6).

Tabakua 6 AHAAH3 HA CeKBEeHTHATA TepaNHs IO OTHOICHHE HA HNpeKHBAEMOCT De3
3abonnBane nNpH npuaaraHe Ha NeTPO3OJ KATO NbPBO €HIOKPHHHO Cp
NONYJAALUHA ¢CHC CMAHA HA TEPANHATA)




N Bpoii Koepuunenr (97.5% Cox monen P-

o —— Ha puclcl AoBepuTeIeH crofinoct
HHTEpPBAJ)
jJerposon 1460 160 0.92 0.72,1.17 0.42
—
1
Tamokcnde
o
Jetpozoa 1463 178
! NebuHALMS MO TPOTOKON, BIIHOUHTEIHO BTOPE TEPBYHHA HEOMIa3Ma, KOSTO He € Ha
repAaTa, CAejl CMJHATa HAa TepammsTa/ CNell ABE rojuHa
? Kopurupas 4pes NpHiarase Ha XMMHOTEpaiua
Hama curamdukarTra paznmika nmo ormomenne #a DFS, OS, SDFS u DDFS npu watoe emn
or STA Ha cABOEHHTE CpaBHEHHA Ha palposmsanmdra (Tabnuna 7).
TaGnuua 7 AHasH3 Ha COKBEHTHATA TepanHs ov pawaommiaunaTra (STA-R) pe
OTHOMEHNE HA IpeknBieMocTTa Ge3 3aboaasane (ITT STA-R nonynausn)
Jlerpozon — Jerposzon
Tamoxcuden
bpoii nauyesTH 1540 1546
bpoli mauperT# ¢ DFS-cubuThe (meduumis no 236 248
TIPOTOKOI)
KoedrpieHt ua pm;xl {99% CI) 0.96 (0.76, 1.21)
Jerposon — Tamoxcuen :
Tamoxchienr
Bpoii mauweHTH 1540 1548
Bpoti nauvwenti ¢ DFS-cp0utie (ne@unnums mo 236 269

NPOTORON)

Koedrmuenr 1a puck  (99% CI) 0.87 (0.69, 1.09)

T
KopurupaH 4pes npunarafe Ha XHMHOTeparus (aa/ue)}

624 (40%) naLUMEeHTH, CENEKTHBHO NPEMAHAIH HA JIETPO30IT Cie pasclenABaHe Ha PAMOTO ¢ TaMokcHeH npes
2005 r.

Hpoyueane D2407

lIpoyqrane D2407 & 0TBOPEHO, PAHAOMH3HUPAHO, MHOTOLEHTPORO IIPOYyHBaHe 3a (e30MacHoCT
cile paspellasane 3a ynorpeba, IaHHpaHo fa CpaBHH e)eKTHTe Ha AAI0BAHTHATA Tepallui ¢
JIETPO30T H TAMOKCHQEH BRPXY KOCTHATA MMHeparHa mikTHocT (KMIT) H cepymuud nunuaes
ppodiut. Ilpu 06w 262 nanyeHTH € HA3HAYEHO Ja TIONYYABAT WK NETPO3OH B NPOABIIKeHHE
H& 5 TOOHHHA MM TaMokcuded NPOALDKEHWE Ha 2 TOAMHH, 2 CNef TOBA JETPO30N B
TPOALIDKSHKE Ha 3 TORuAN.

Ha 24-ua Mecenl ¢ ycraHOBeHa CTSTHCTHYECKH 3HAYMMA DPAlTHKE NC OTHOWIEHHE HA
MBpBHIHATA KpafiHa Touka KMI1 B ofinactra ua nym6anuute npemienu (L.2-L4), noxaspauia
MenuaHa Ha noumkenue 4,1% 3a nerposzon cnpiMo MenmaHa na nosHumenue 0,3% 3a
TamoxcudeH.

Ipu H#ro eMMH oT naupexture ¢ HopManna KMIT ma u3xofHo HHBO He € HabmONaBaHo
pa3sBHTHE Ha OCTEONOPO33a B XOAA HA 2-TONMIIHOTO MEMCHUE W C€aMO TpH | MaiwenT ©

BpeMe Ha NeUeHrero (OLicHKa 9pes UeHTPAICH Tiperiiel).




Pesyntarure 3a obma KMI1 Ha Gempenara kocT ca nogo0Hu Ha Tesu 3a JiymGanHure
TIpellUieHH, Ho No-cnalo U3pascHH.

Hsama craTHCTHYeCKH 3HAYMMA PasiiHKa MEXTY JIEYEHHATA MO OTHOINEHHE HA eCTOTAaTa HA
bpaktypure — 15% B paMoTO Ha AeTposon H 17% B paMOoTO Ha TaMOKCHpEH.

B pamoTo Ha TaMOKCH(CH MEAHAHATA HAa HHBATA Ha O0MMA XONECTepos Ce norwkana ¢ 16%
CNpAMO H3XOAHHTE CTOHHOCTH cnejl 6 Mecella M TOBA MOHIKEHHE ¢€ MOJAbLDKa npd
CIeJBAIHTE BU3UTH N0 24 mecena. B pamoro Ha JieTpos3on HMBara Ha OOMMsA XONECTepos
OCTaBaT OTHOCHTEIHO NOCTOAHHH B TeUcHME HA BPEMETO, HABAKKH CTATHCTHUECKH 3HAYMMA
pandKa B NMoJ33 HA TAMOKCH(eH BEB BCAKA BPpeMEBa TOYKa.

Paswupena acweanmua mepanin (MA4-17)

B eano MHOroneHTpoRo, ABOHHOCIANO, PAHNOMH3HPAHO, MALEG0-KOHTPOIHPAHO MPOyIBaHEe
(MA-17) rag 5 100 xeHn B MOCTMEHONAY3ATA ¢ PELENTOP-TIOIIOMKTENEH WIK HEYCTAaHOBEH
MBPERYEH PaK HA MBPRATA, KOHTO 32 3aBBPIIANH aXIOBAHTHA Tepanus ¢ TaMokcades (4,5 no 6
TOOMHY), CA paHNOMK3HPAHH HA JETPO30J WIH 1Uanebo B NpoXBDKEHHe Ha 5 TOIHHH.

ITspeHUHATA KpaiiHa TOYKa e npexHBaemMoct He3 3a0onaBane, AedHHHpaHa KaTo HHTEpBala
MeXAY paHOOMH3AlMATA H Hall-paHHATA MOABA HA JIOKOPETHOHAIEH PelMOuB, AATCTHH
METACTa3H WIH KOHTPANATEpANeH pak HA TEpAaTa.

ILpBRAT NiaHHpaH MeXOHHEH aHatW3 NPH MeIHaHa Ha NpocieidsaHe okoo 28 Mecena
(25% oT mawMeRTHTe ¢a NpoclieacHd B NpORWDKEHHE Ha mode 38 mecena) mokasea, ue
JIETPO30JT 3HAYKMO HAMAIABA PHCKA OT PElHAKE HA Pak Ha repAaTa ¢ 42% cnpaMo nnanebo
(HR 0,58; 95% CI 0,45, 0,76; P=0,00003). IlpeauMcTs0 B TION3a HAa IJIeTpO3CH CE
HabnogaBa HE3aBHCHMO OT CTaryca Ha Jimm(pnure BE3TH, HaMa CTATHCTHYSCKH 3HadHMa
pasnHka No OTHOLIEHHWe Ha ofwara TpexuBgeMocT: (neTposon 51 CMBPTHH Crydas;
nnanedo 62; HR 0,82; 95% Cl1 0,56, 1,19).

3aToBa, cnell MHPEHA MEKAMACH aHAIN3 NPOYHBAHETO € pa3cAencHo H NMPpOALIKasa Karo
OTBODCHO, M HAa MAUMEHTHTE OT mwianefo paMoTo ¢ NO3BOJICHO A3 NPEMHHAT HA JISYeHHe ¢
Terpoios B mpoamikeHne Ha 5 rogmeu. Ham 60% or noaxonmswure namuents (Ges
3aGonaBaHe NpH pasclendBaHeTo) w30Mpar aa NpeMHHaT Ha Tepamus ¢ nerpozon. Kpalinugr
apanms BKMoYBa 1 551 xeHu, NpeMHAaNy OT NedeHHe ¢ auefo XsM JEYEHHE ¢ NeTpo3on
npH Menhana 31 Mecena (rpammuu ot 12 ao 106 Mecena) cnel MpHKIIOYBaHE Ha
ajI0BAHTHATA TEpANHA ¢ TaMokcHden, Memnanara Ha NPOXBIKHTEIHOCT HA JEYSHHETO C©
JIETPO30] CIeR CMAHATA HA TepaunaTta e 40 Mecena.

KpafinuaT aHamus, mpoBencH MpH McAHaHa Ha npocreassae 62 Mecena, NOTBHPKAABA
CHTHH()HKAHTHATA pEyKIHA HA pHCKa OT pellMAUB HA paK HAa FEPAATa IPH JIETPO3OL.

Ta6auua 8 IMpexusgemoer Ge3 3aboaasade n ofma npexnsaemoct (Moauduunpana

ITT nonysanus)
Meauana Ha npociegsasane 28§ meceua Meauana ua npocaengasaHe 62 mecena
Jerpozon TTnanebo HR Jierposzon Tnanebo HR
N=2582 N=2586 (95% CI)Z N=2582 N=2586 (95% 01)2
P value P value
lpexusaemoct Ges saﬁomnuum3
Culnmua 92 (3.6%) 155 (6.0%) 0.58 209
(0.45,0.76) (8.1%)
0.00003
4-ropumma DFS 94.4% 89.8% 94.4%




3
Hpexnsaemoct Oe3 3aGongpane , BRIIOYHTENHO CMBPT HOPAAH APYra NPHIHHA

CrouThn 122 (4.7%) 193 (7.5%) 0.62 344 (13.3%) 402 0.89
(0.49,0.78) (15.5%) {0.77, 1.03)
5-rogpmnaa DFS 90.5% 80.8% 88.8% 86.7%
Janeuny MeracTasu
Crourna 57 (2.2%) 93 (3.6%) 0.61 142 169 0.88
(0.44, 0.34) (5.5%) (6.5%) (0.70, 1.10)
O01ma npexuBIEMOCT
CMEBpTHH Cay4aH 51 (2.0%) 62 (2.4%) 0.82 236 (9.1%) 232 (9.0%) 1.13
(0.56, 1.19) (0.95, 1.36)
C 4 -- -- -- s ¥ 0.78
MBPTHH ClIy4an 236 170
(9.1%) (6.6%)  (064,096)

HR = Koedunuent na puck; CI = Jobepurenen HHTEpBaI

1I{ora'rcu NpoydIBaHeTo ¢ pascaenedo npes 2003 r, 1 551 naupeHTH, paHAOMH3APaHHA B Iwiaueho pamoto (60% oT Te3H, npH
KOHTO MOXe Ha ¢e CMEHH TepanMATs, T.e. TAKHBA, KOHTO ¢a 0e3 3afonspane) IpeMHHABaT KM JCUCHHE ¢ JeTPO3On npH
Meanana 31 Meceua caen paHaoMu3anHATa. HacTOAMMAT AHAAN3 HTHOPHpPA CENIEKTHEHATA CMAHZ Ha TEPAITHATA.
:Cmarnclwmauua TI0 PELIENTOPEH CTATYC, HOAANEH CTATYC M HAMYHE HAa NPeAXOKAANa aIlOBaHTHA XHMHOTEpanuA.

HedHHuIMA NO NPOTOKON 33 CHOHTHA, CBBP3aHH C NPEKHBAEMOCT Ge3 3aonABaHe: HOKOPETHOHANCH PEUMIAMB, TANCYHH
METACTA3H HIH KOHTpANATepaneH pak HA rkpiaTa.

4
ExcnopaTHBeH aHANH3, HEH3YPHPAII BPEMETO HAa MPOCNEIABAHE KbM HaTATA HA CMAHA HA TEpanMATa (ako HMA TAKapa) B

wialefo paMoTo.

5

Menuata Ha mpocnemaBaHe 62 Meceua.
6
Mepuana Ha NPoCHCaABane A0 CMAKATA Ha TEpaniiTa (ako MMa TakaBa) 37 Mecela.

B MA-17 noanmpoydBaHeTo 3a KOCTHA MABTHOCT, IPH KOSTO ¢4 NPHNATAHH eNHOBPEMEHHO
kamumii H BuramuH D, ce naGmonmaBa no-ronamo HaMajeane Ha KMII copamo @3sxOZHOTO
HHBO TIPH IeTpo3on cmpaMo mmaueGo. EnudcrBerara cTaTHCTHYECKM 3HAUMMA pasidka
BL3HUKBA HA 2-para rognsa H e B oomara KMIT Ha Geapenara xoct (Me/iHaHa Ha MOHHKCHHE
3,8% 3a JleTpolon copAMo MegHaHa Ha nomnkenue 2,0% 3a wiane6o).

B MA-17 noanpoydpaHeTo 3a NHIHAHHMA CTAaTyC HAMa CHrHu¢HKAHTHA pa3THKa MEXIY
NETPO3Q] H MAale0o MO OTHOMEHWE Ha OOmIMA XONecTepoR WIH OTACHHHTE NUIMIHH

dpaxmmm.

B akTyanusupaHO NOANPOYYBaHe 33 KAYECTROTO HA FKHBOT, HAMA CHIHH(QHKAHTHH PA3THKH
MeOy JIEYCHUATA [0 OTHOIIEHHE HAa CKopa 3a GH3UYECKo ChCTOAHME, CKOpa 32 IMCHXHYHO
CHLCTOAIHHE WITH B HAKOH OT ocHOBHHTe ckopobe oT SF-36 ckanara. B MENQOL cxanara,
3HAYHTEHO MOBEYE XKEHH OT PAMOTO HA JIETPO3ON, COPAMO PAMOTO Ha mnauebo, ca mo-
npHTecHEeHH (00110, [Ipe3 MEPBaTa NOAMHA OT JIEYEHHETO) OT CHMITTOMHTE, IPOH3XOMCIALIH OT
NIOTHCKAHETO Ha €CTPOrEHHTE — TOPelH BRIHH H BarHHATHA CyX0Ta. CHMOTOMBT, TPEBOKELL
Hall-MHOrO TAllMEHTH H B [BETe TEPANCBTHYHW paMeHa, € Myckynm® GonxW, Npu
CTATHCTHYECKH 3HATHMA Pa3/MKa B IToJI3a Ha mianedo,

Heoadiwganmna mepanus
Iposeaero e aBoliHocHamo uanuTBaHe (P024) mpu 337 EHH B NOCTMEHONAY3a ¢ PAK HA
FEPAATA, PAHAOMHM3HpAHH Ja MpHEMAT HIH JieTpo3on 2,5 mg B MpoAWDKeHHe Ha 4 Mecena
wu TaMoKcHGeH B npoxhkeHye Ha 4 Mecena. Ha M3x0AHO HMBO BCHYKH NALHEHTH C€a C
TyMop B c¢ranuii T2-T4¢, NO-2, M0, ER w/unm PgR-no3nTHBEH H BHTO €IHH OT DALMEHTHTE
HE € IpelléHeH KaTo NOOXOoAma 33 ChXPaHABANIO IEPJATa ONEPATHBHO AedeHHe, B3 ocHoBa
Ha KJIHHMYHATa OIIeHKA e Habmoaasano o0eKTHBHO MOBNMABAHE mpH 53% oT manwg :
paMoTO HA JIETPO301, crpaMo 36% B paMoTo Ha TaMokcuded (P<0,001). Ta3

noTeepaeHa exorpadexu (nerposon 35% cnpamo TamoxcHdeH 25%, i




mamorpadnsa (nerposon 34% cnpamo Tamokcuden 16%, P<0,001). Ilpu obmo 45% or
NAINMEHTHTE B FPYNATa Ha JETPO30n cnpaMo 35% OT nalMCHTHTE OT rpynara Ha TaMOKCH(QeH
(P=0,02) e mpoBemeHO CBHXpAaHABAWO TbPIATR2 ONEpaTMBHO Nedenwe). Ilo Bpeme Ha 4-
MECEUHUA MpeAOMEPATHBEH IePHOA HA jevqeHne mpd 12% OT nalMeHTHTE, JNEKYBaHH C
nerposon H 17% OT naUHeHTHTE, JeKyBaHH C TaMOKCHEH € YCTAHOBEHA IPOrpecHd HA
3a00nsBaHETO NPH KIHHAYHA OLEHKA.

IILpea NAHHW HA TEPANMHA:
IIpoBeneHo € edHO KOHTPONMPAHO, ABOWHOCIHMIO W3IMTBAHE 34 CPABHCHHE HA JIETPO30Nd

2.5 mg c TamokcHden 20 mg kaTo MLPBA NUHAR HA NEYUCHWE NPH XKEHK B NOCTMEHONay3a ¢
paK Ha repfara B HanpefHan craguii. [Ipa 907 sxeuu, neTpo3oN npeBE3XOKAA TAMOKCHpeH
N0 OTHOIICHHE HAa BPEMETO N0 MPOrpecHATa Ha 3afomsBanero (ITEPBHYHA KpaiHa TOYKa),
ofnms oGeKTHBEH OTTOEOP, BPEMETO A0 TepaneBTHYEH HeycneX H KINHHIIHATA NOM3a.

Teszn pesyntarn ca 0bobmieny B Tabmana 9:

Tabanua 5 PesyaraTu npi Mequaia Ha npocieassaneo 32 mecena
IpoMenausa CrarHcTnia Jlerposoa Tamoxcnen
n=453 n=454
Bpeme Ao nporpecna Cpenuo 9.4 Mecena 6.0 mecena
(95% CI 3a memranara) (8.9, 11.6 mecena) (5.4, 6.3 Mecea)
Koepuupent Ha puck 0.72
(HR)
(95% CI 3:a HR) {0.62, 0.83)
P <0.0001
YecToTa Ha CR+PR 145 (32%) 95 (21%)
O0eKTHBEH OTTOBOP
(ORR)
(95% CI 3a yecrora) {28, 36%) {17, 25%)
ChoTHOIICHHE Ha 1.78
INaHcoBETE
(95%Cl3a (1.32,2.40)
CBOTHOIULICHHE HA
[IAHCOBETE)
P 0.0002

BpeMeTo A0 NporpecHATA € CHTHH(HKAHTHO HO-ARIN0 H YECTOTATA HA TEPANEBTHIHO
[IOBIHABAHE € CHTHAQMKAHTHO IO-BHCOKA IIPH JIETPO30N, HEIABHCHMO OT TOBa, AVIH ¢
OpHiaraHa WM He aIIOBAHTHA AHTHECTPOreHHA Tepamua. Bpemero m0 mporpecHs Ha
3a00NABAHETO € CHTHH(MKAHTHO NO-JBIMO NpPH JIETPO30J, HE3aBHCHMO OT OCHOBHATA
JIOKAMH3ALMATA Ha 3a00/Banero. MenHaHara HA BpeMETo 0 nuporpecus e 12,1 Mecela npy
nerposon k 6,4 Mecella MpH TaMOKCH(bEH TNpH MAIHEHTH caMo Che 3a00NABAHE Ha MEKHTE
THKaHW, H Meauana 8,3 Meceua npu neTpos3on | 4,6 Mecena npy TAMOKCH(EH IIPH NAIHEHTH ¢
BHCUEPATHY METacTa3u.

IMpu nporpecus Ha 3afonABaHeT0 JH3AAHET HA NMPOYYBAaHETO NO3BONABA NPEMHHABAHE HA
HAUMEHTHTE Ha JpYraTa TCpalHA HJAM TIPEKparABaHe HA YYAacTHETO B IIPOYYBAHETO.
IMpubnmsatendo 50% or nauueHTHTe MPEMHHABAT B APYTOTO TCPalEBTHYHO DaMe, Karo
MpEMHAHABAHETO 3aBBPILBA HA MpakTHka A0 36 Mecema. Menuanara Ha BpeMeTO 10
NpeMHHABAHE HA Apyrara Tepamnud e 17 Mecena (OT NeTpo30n KbM TaMoKcHpeH) H 13 mMecena
(oT TaMokcHdEH KBM JETPO30).

IpunokeHHETO HA JIETPO30J KATO MHPBA JIHHHA HA JICHEHHE NPH paK
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Mecenia 3a Tamoxchben (Jogrank Tect P=0,53, HecurunugHuKaHTHO). JIumcaTa Ha NPENHMCTEO
3a JIETpo3oA TI0 OTHOWEHHe HAa 00iATAa NpeKHBAEMOCT MOXe ga Opme ofacmeHa ¢
KpBCTOCAHHS NH3AHH Ha [IPOYYBaHETO.

Bropa auuss Ha Tepanun:
IIposenenn ca nee Ao0pe KOHTPONHPAHH KITHHHIHA H3[IHTBAHWA 33 CpaBHEHHE HA ABE JIO3H

Jerposon (0.5 mg u 2.5 mg) ¢ MerecTpos alieTaT H AMHHOTTTYTETHMH CBOTBETHO, TNIPH JKEHU
B NOCTMEHONAY3a ¢ pak Ha I'bpAaTa B HampeAHan cragui, npedH T0Ba NMOANMKEHH Ha
Jie9€HHE C AHTHECTPOreHH.

Bpemero no mporpecha Ha 3a00/ABAHETC HE Ce PAliHYaBa 3HAYHTEIHO MEXIY JCTPO3Ona
2,5 mg u Merectpon aerar (P=0.07). CraTucTHYeCKU IHAMAMH pasiuyns ca HaGnonasauu
B [0JI3a Ha JIETPO30J 2,5 mg B CPABHEHHE C METeCTPOI aleTaT B 001mA 00EKTHBEH TYMOPEH
orrosop (24% cnpsiMo 16%, P=0.04), u BBB BpeMeTo A0 HACTBIIBaHEe HA TEPANEBTHYHHA
nHeycnex (P=0.04). OGmjaTa mpeMBAEMOCT HE Ce paxiMYaBa 3HAMMMO B JBETS pamMeHa.
(£=0.2).

BBB BTOPOTO H3NWTBaHe, CTEIEHTA HA OTFOBOP HE MOKa3Ba CTATUCTHICCKH 3HAYMMA pasiiHKa
Mexay nerpozon 2,5 mg H aMuHormyteTumuz (P=0.06), Jlerpozon 2,5 mg npesp3axoxaa
CTATHCTHYECKH aMHHOTTIYTETHMM OTHOGHO BpeMeTo 1o nporpechara (P=0.008), BpeMero 3a
IOCTHTAHE Ha TepaneBTHyeH HeycieX (P=0.003) u obmara npexnsaemoct (P=0.002).

Pak Ha reEpRaTa OpH MBXKE
Ynotpebara Ha NeTpo30i NPH MBKE C paK Ha IEPAATa He € NpoyYBaHa.

5.2 PapmMAKOKHHETHYMA CROHCTBA

Abcopbyus

Jletposon ce aGcopOupa ©bp30 W HaBAHO OT TACTPOMHTECTHHANHWA TpPaKT (cpemHa
abcomoTna GronanuunocT: 99.9%). Xpanara cnaGo noHWKaBa cKopocTTa Ha abcopGumst
(cpemHO tmax 149ac Ha IIQAHO cOpAMO 249aca Cien XpaHeHe; M CpemHO  Ciax
129 & 20.3 nmol/litre Ha rnaano cmpaMo 98.7 + 18.6 nmol/l cnexn xpaHeHe), HO CTEHEHTa
(AUC) Ha abcopbuma ocrtasa mpoMeHeHa. He3HauHTenHWAT e(EKT BBHPXY CKOPOCTTa Ha
abcopOmus He ce cMATa 3a KIHHHYHO PEJICBAHTER H CIEAOBATEIHO NETPO30JI MOXe Ia ce
nipHeMa He3aBHCHMO OT XpaHeHeTo.,

Pasnpedenenue
CBBp3BaHeTO Ha JETPO30] ¢ ILIASMEHMTE MPOTEHHH e npubmh3HTenHo 60%, NpeauMHO C

anfymuH (55%). KoHLEHTpanm\aTa Ha NETpPo30ia B €pUTPOUHTHTE € oKolo 80% oT Tasu B
mnasMara. Clien npuemane Ha 2,5 mg m3oTonHO Mapkupan *C-nerposon, npuGnmsHTenso
82% OT paIHOAKTHBHOCTTA B IUIAa3MaTa Ce AWDKK Ha HenpomeHeHo BeiecTso. Ilo Tasm
MpHAYHHA CHCTEMHATA €KCMO3MIMA Ha MeTabomuTHTe € Hucka. JIeTposon ce pasmpenend B
ThranuTe Obp3o M excrensupHo. Npusuonuar obeM Ha palnpenciecHHe B CTATAOHAPHO
ceeTOAHHEE € okono 1,87+0,47 Lkg.

Buompancgopmanyus
OCHOBHMAT NBT Ha e€JIHMUHApaHE Ha JeTpo3ona € MeTalonuTeH KIHPBHC [0
dapmakonoruuno HeaktuseH kapbunon merabonat (CLn = 2.1 IVh), HO TOH € OTHOCHTENHO
fapeH B cpaBHeHHE C depHOOpoOHHA KpbBeH moTok (okono 90 /h). Vcrasoseno e, ue
unroxpom P450 wzocHsuMH 3A4 B 2A6 ca cnoco0HH Ja KOHBEPTHpaT JIETPO3OI A0 TO3H
merabonur. DOPMHDAHETO HA BTOPOCTENCHHH HeHAcHTHUGWIHpaHu Mertabonuty |
DupekTHara ObOpeuHa W QeKanHA eKcKpeUHs MIpaAT He3HaUUTENHA pond B I.lﬂJ’lOC-THOTO
eMHMHHHpaHe Ha neTpo3ona. B pamkuTe Ha Ape ceiMuIM cael OpHeMade Ha
MapKupan JNCTposoN  OT 3ApaBuM  AOGPOBOIKA B NOCIMEHONAysa, 8
PamHoaKTHBHOCTTA € BH3CTaHOBEHA B ypuHata u 3.8 £ 0.9% BuB (exanuure,
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OT paJHOAKTHBHOCTTA, BH3CTRHOBEHZ B YpHHarta 3a nepuon Ao 216 gaca (84.7+7.8% or
A03aTa), ¢¢ ITBIKAT Ha [IOKYPOHMZ Ha KapOHHOMOBAA MerabommTt, oKOoNo 9% - Ha HBa
HeHAeHTHQHIMpany MeTaGonuTa U 6% - Ha HEITPOMEREH ETPO30d1.

TIpHBHIOHHAT TEPMHHAIICH NOJIYAHBOT B [U1a3MaTa € 2 ceaMuny. Clex exefHEBHO TIpHEMAaHE
Ha 2,5 Mg HHBATa B CTAUHOHADHO CBCTOAHME CE AOCTHTaT oT 2 1o 6 cemmui. [TnasMeHHTe
KOHUEHTPAIHH B CTALHOHAPHO CHCTOMHHE €A OKOJNO 7 ITBTH NO-BHCOKH OT KOHUSHTPALMHTE,
HM3MEpeHH Clielf NpHEM Ha eAHOKpaTHA A03a OT 2,5 mg, mokaTto ca caMo 1,5 7o 2 mbTH mo-
BHCOKH OT CTOHHOCTHTE B CTALMOHAPHO CBCTOAHHE, OYAKBAHH IIPH KOHLECHTPAIMHTE,
H3MEPEHH CleT eHHIYHA 033, KOCTO TOKA3RA ¢naba HeMHEHHOCT BEB (papMaKoKHHETHKATA
Ha JIETPO30.1 NpH NpHIarase Ha 2,5 mg AHeBHO, THit KATO HABATA B CTALIHOHAPHO CHCTOAHHE
C¢ 3aMABAT BEB BPEMETO, MOKE Aa C8 JAKMIOUM, Y HAMA MOCTOAHHO KyMypHpaHe Ha

NETPO30IL.

Creugamny nonyNauuy
Cmapuecka sv3pacm

Bn3pacTra He OKa3Ba BIMAHHE BbPXY (apMaKOKMHETHKATA Ha JIETPO30IL.

Brbpeuno yepeswdare

B w3nuTRaHe, BKMOUBAWS 19 DoGpORONIN ¢ pasiHUHA CTencH Ha 3acarave Ha GnOpeunara
byaxuaa (24-4acoB KpeaTHHHHOB KIHpBHC 9-116 ml/min) ne ¢ ycraHoBeH ejekT BEPXY
tapMakokuHeTHKATa HA TETPO30 CNEA EMMHAYHA 1034 OT 2,5 mg.

Yepnodpobua yepexcdane

B nonobHo W3NMHMTBAaHE, BKIOYBAINC CYOeKTH C pasiWdyHa CTCNEH Ha 3aCATAHE Ha
yepHoApoOHaTa ¢yHkumA, cpenumTe crofiHoctH Ha AUC ma noGpoBoilMTe ¢ YMEPEHO
gepHonpobHO yBpexpaHe (Knac B no Child-Pugh) ca ¢ 37% Ho-BHCOKH B CPaBHEHHE CBC
3hpaBsl CyOekTH, HO Bce faKk B TpaHHuWTe, Habmoaasauy npH CyGEKTH ¢ HOpMAnHA
yepHoApoOHa dyHKIuA. B wamHTBane, cpasHABA (apMakOKHMHETHKATA HA JIETPO30T Clien
€AHHHYHA NEPOpANHA 1034 MPH 0CEM YIACTHHLM MBXKe ¢ IMpO3a Ha YepHHA Apo0 M TEKKO
uyepHOAPOoOHO yBpexnane (Knac C mo Child-Pugh) csc 2apasu nobposonma (N=8), AUC u
tiz ce yBemAqaBar CeOTBETHO 00 95 1 187%. [lopaau Tasw npATHHA nerpo3on Tpadea Aa ce
[pHAara ¢ IOBHOICHO BHUMAHME MPH NALHCHTH ¢ TEXKKQ 9epHOAPODHO yBpexsaHe H chel
NOpELCHKA HA CEOTHOIEHHETO HOJIWPHCK 34 BCCKH OTOCIICH NMAIITHCHT.

5.3 lIpeaxanEUYHH AAHHH 33 0e30MacHOCT

B pasuiHMHH npefKNMHUYHH NPOYYBAHHA 3a 0€30MACHOCT, MPOBEACHH CBC CTAHAAPTHH
#HBOTHHCKH BHAOBE,, HAMA JAHHH 32 CHCTEMHA WK TAPreTHA OPIraHHA TOKCHYHOCT.

Jlerpo3on mokazpa HHCKA CTeNeH Ha OCEPA TOKCHYHOCT NpPH TIPH3auH, €KCIOHHPAHH MO
2000 mg/kg. ITpu Kydera NeTpo3on NpHIHHABA NPHIHALK HA YMEPEHa TOKCHYHOCT IIPH 1033
100 mg/kg.

B npoyuBaHMA 33 TOKCHMHOCT IIPH MHOTOKPATHO NpPHJAraHe¢ NpH IUTHXOBE H KyyeTa, ¢
NOAWTAKHTENHOCT 10 12 Meceua, ocHOBHATE Ha0MoAaBaHH HAXOAKH MOIAT A3 ¢ OTAANaT Ha
(apMaKoNOMMYHOTO ACHCTBHE Ha BelecTBOTO. J[O3HpOBKATa, TPH KOSTO HAMA HEXENaHH
peakuud ¥ npH aBata BuAa, e 0,3 mg/kg.

Tlpoy4satiusTa in vitro W npH in vivo 32 MyTarcHHHA [OTEHLHAT HA JIETPO3ON HE OaBaT
HHAHKALHH 33 FeHOTOKCHYHOCT.,

Ilpa 104 cemMu4HO NpoyuBaHe 3a KAHLEPOTCHHOCT IIPH [UIBXOBE, HE ca
CEEP3dHH € JICYEHHETO TYMOPH NPH MBXKKH ILTEXOBE, IIpH JKEHCKHTE IIEX0BES




NOHHWXKERA Y€CTOTa Ha noﬁpoxaqecrseme H 310Ka4eCTBCHH TYMOPH Ha MACYHATaA XKi¢3a
IIPH BCHYKH JO3HPOBKH HA NETPO30JL.

Jletpozon ¢ emOpuoTokcHueH M deToToKcHYeH Npu GpeMEeHHM WIBXoBe M 3afiuw cnex
HepopalieH NpHEM Ha KIHMHHYHC 3HAYHMH Ko3H. TIpH 1UIBXOBere © XHBH QeTycH ce
Ha0mosasa NOBHIICHA YECTOTA Ha (ETANTHY MAT(QOPMAINH, BKIOYHTSIHO Kynomoobpasna
[1aBa M NEPBMKANHA/eHTpanHa pepreSpanua dys. He ce nabmoznasa noBrmena gecrora
Ha deranHu MagdopMaiMu npu 3akiuy. He e H3BECTHO Jand TOBA € HHAHPEKTHO CIENCTBAS
OT (apMaKONOTHIHHTE CBOMcTBAa (HHXHOHpaHe Ha CHHTE3aTa HA €CTPOT¢HH) WM JHPEKTEH
edexT Ha nexapcTBOTO (BK. TOUxH 4.3 U 4.6).

Vlpenxnvnuunmre HaOmoOAeHAs ca OrpaHHdeHH OO Te3H, CBBP3aHH C H3BECTHOTO
dapMakoIornuHO nelicTRHE, KOSTO eHHCTBEHOTO chodpaxkeHue 3a Oe30DacHOCT TIPH Xopa,
M3BJIEYEHO OT MPOYUBAHUATA HA SKHBOTHH.

6. PAPMAINEBTHYHHA JAHHH
6.1. CnHcLK Ha MOMOIIKKHTE BellecTBA

Hapo

Jlaxto3a MOHOXHOpAT

Muxpokpucranna Lenynos3a

Llapesnyno AMIIECTE

CunHuyes THOKCHI, KONOHAH Oe3BOACH
Harpuer HHmecTee raukonaT (Thii A)
Marnesnes cTeapar

OGsHBKa

ToMHBHHMITOB aKOXON

Tanx

Turanoe apokcna (E171)

Maxporon

XUHONAHOBO XBATO anmyMuAHEB 4K (E 104)
YepseH #xeneseH okeun (E172)

Yepei xeneser oxcun (E172)

Onanpadt [T 85F32444, wpnt

6.2.HecuBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHocT

4 ToHHA.

6.4.CrienHaTHH YCJI0BHA HA ¢bXPAHEHHE

Jla ce crxpansiBa Ha TeMneparypa noa 30°C.
Ja ce cexpaHABa B OPHTHHATHATA OIIAKOBKA, 3 1a CE 3aNa3d oT Biara.

6.5. Bua H chbabpKaHHe HA ONAKOBKATA

Tabnerxure ca onakosanu B ALU + PVDC Gnucrepu ¢ npospausu PVC
rHe3fa.



gy -

Bnucrepnre ca ¢ no 10, 30 win 60 tabnersn.
He BoyMkn BHAORE ONIAKOBKH MOraT aa Ghaar mycHaTH B npogax0a.
6.6 Cienuajni OPeANA3HH MEPKH NpPH H3XBLPJISHE/ H pabora,

Hama cnenyaniy H3UCcKBaHuA.

7. IPHTEXATEJE HA PASPEMIEHHETO 3A YIIOTPEGA
HEOJIA ®APMA EQOJ]
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Codun 1618,
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8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
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9. JATA HA IIBPBO PA3ZPEIIABAHE 3A YHOTPEBA/ NONHOBJIBAHE HA
PAIPEHIEHUETO 3A YIIOTPEBA
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