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JNerposzon Heo 2,5 mg punMupaHu TaOneTKu
Letrozole Neo 2,5 mg film-coated tablets

2.

el S S

HME HA JEKAPCTBEHUA ITPOAYKT

KoM Po3. s .....

Pa3speisenug Mé.—J:Z‘pr/ : 7 Q- mu

KAUECTBEH 1 KOMHYECTBEH ChCTAB

Bcaka ¢punMupana TabneTka Chabpxa 2,5 mg JeTpo3od (letrozole).

[ToMOLHO BEIIECTBO ¢ H3BECTHO NeHCTBUE:
Bcska dpuiamMupana Tabnerka ChabpxkKa 45 mg 1aKTo3a MOHOXHADAT.

34 MBJIHHS CMCHK HA MOMOIHUTE BELIECTBA BUKTC TO1KA 6.1.

3.

JEKAPCTBEHA ®OPMA

OunMHpaHH TabAETKH.
THMHOXBITH, KPBIJIH, JIEKO ABOMHO W3MBKHAIH, (QHIMHDaHH TabNeTKH ChC CKOCEHU pndOBE, C

BITBOHATO pesedHO O3HAUCHHE ,,5 OT e/JHaTa CTpaHa H ,H” oT apyrarta cTpaHa.

4,

4.1

KJIMHHYHHA JAHHU
TepaneBTHYHHA NOKA3AHHS

AIOBaHTHA Tepanus NpU XeHH B IOCTMEHOTIAY3a C O3UTHBCH 32 XOPMOHAITHH peLIeTOPH
HHBAa3HWBEH paK Ha repAaTa B HAYAICH CTaouH.

PasiiMpeHa aIOBAHTHA TEPANus Ha O3UTHBEH 32 XOPMOHATHH PELICTITOPH WHBa3UBEH PaK Ha
FBPAATA TPH XEHH B IIOCTMEHOIAY3a, KOMTO NPE/H TOBA ca GWIH NeKyBaHU ¢ TAMOKCH(EH KaTo
CTaHIAPTHA aJI0OBAHTHA TEPAlHA 33 NEPHOL OT 5 roouHM.

Tepanus OT MEPBA JIMHKSA IIPH XKEHH B MOCTMEHONAY34 C TIOSHTHBCH 34 XOPMOHAIHU PeLenTOpH
aBaHCHUpAJl PaK Ha I'bpAaTa.

JleyeHHe HA aBaHCHPA PaK Ha I'bpJATa C/ieA PELMIUB WK NPOrPpeCcHs Ha 3abonaBaHeTo NMpy
eHU ¢ eCTECTBEH MM M3KYCTBEHO HHAYLMPaH MOCTMEHONAY3aIeH eHIOKPHHEH CTaTyC, KOHTO
mpeH TOBa Ca JIEKYyBaHH C aHTHECTPOTCHH.

HeoaIioBaHTHA TEpanHs [PH XEHA B MOCTMEHONAY3a C O3HTHBCH 33 XOPMOHAIIHH PELICITOPH,
HER-2 HeraTHseH paK Ha MbpAata, NPH KOUTO XHMHUOTEPANHATA HE € IMOAXOAAMIA 1 JTHTICBAT
moKa3zaHMs 3a He3a0aBHO ONEPATUBHO JICHCHHE.

He e noka3ana e(HKACHOCT NPH MALMEHTH C HEraTUBEH 32 XOPMOHAIHU PELICTITOPH pak Ha repAara.

42 Jo3WpoBKA H HAMHH HA NPHJIOKCHHE

Ho3upOBKa

Bu3pacmuu u nayuenmy 6 Chiap4ecka 6b3pacm

[Ipeniopb4aHaTa AO3MPOBKa € 2,5 Mg JIETPO30I ¢IMH BT AHEBHO. He ce Hanar
[pH XKEHK B CTApYECKa BH3PacT.

[Ipu DaLUMEHTH C ABaHCHpaJ WIM MeTacTa3upa paK Ha IepAaTa, JICUEHHETO C
MPONL/DKH JOTOTaBa, AOKATO € HAJIMLE MPOTPECHA Ha TyMOpa.

W3NMbAHWTENKA ATEHLWS N0 NEKAPCTBATA
Kpemya xapaKmapucITiuka Ha NDOGYKMe - [TouscKpie |1

--------------------------------------------------------
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[Tpu ajoBaHTHA WM pa3lUMpPEHa Tepamnks JCHSHUETO C Jlerposon Heo Tpsa6ra na MpoABILKH 5 FOAHHH
WIH O HACTHIBAHE Ha PELHIHB H3 TYMOPa.

[Ipy amoOBaHTHa Tepamnus CEKBEHTHAaTa TEPaNeBTHYHA CXEma (nerpo3on 2 roAMHW TNOCHENBaH OT
TaMOKCH(eH 3 TOJIMHH) ChLIO TpAOBA a ce HMa npeaBuA (BXK. TOUKH 44u5.1).

ITpu HEOAMIOBARHTHA TEPANUA JieueHHeTo ¢ Jlerposon Heo Tpa68a aa ce npoabDkH 3a 4 Ao 8 Mecela, 32
a ce MOCTHrHE ONTHMalHa TYMOPDHa peAyKuud. AKO He €€ MOCTHTHe NOCTAThUHOTEPancBTHHHO
nosusBane, nedenuero ¢ Jerpozon Heo Tpabpa na ce mpeycTaHOBH M [ia C€ TUIAaHHpa ONEpaTHBHO
NeyeHue WWIH Ja ce 00ChIAT ¢ MalHeHTKATa APYTH BapHaHTH 3a JICUCHHE.

Ieouampuvyna nonyrayun

Jlerposon Heo He ce npenopbusa 3a ynorpeba npH A€LA H IOHOLIH. Be3onacHOCTTa ¥ €(PMKACHOCTTA HA
Jlerpososn Heo npu AeLia ¥ FOHOUIH Ha BB3PAcT 40 17 roAMHH He Ca yCTAaHOBCHH. Hanuue ca orpaHHYEHH
maHHM M HE MOTAaT Jia Obaat JaieHH NMPENOpPhKH 32 J03NPOBKATA.

Bvbpeuno yspeorcoaue

He ce Hanara KopurHpaHe Ha no3ara Ha Jletposon Heo npH NauyeHTH ¢ ObpOpeyHa HeAOCTaThYHOCT C
kpeaTMHHHOB KaMpbHC >10 ml/min. Hama pocTaThuHO H[aHHH MpH  Clyvan Ha On0peuna
HEOCTATLYHOCT C KPEaTHTHHHOB KIHPBHC noA 10 ml/min (BX. ToukH 4.4 H 5.2).

YeproopobHo yepexcoaHe

He ce Hanara KOpUMrupaHe Ha [o3arta Ha fo3arta Ha Jlerposzon Heo npu naumeHTH ¢ Jieka 10 yMEpeHa
6n6peuna Henoctatburoct (Knac A unu B no Child-Pugh). Hama Z10cTaTs4HO JaHHH 32 DALMEHTH ¢
TexKo depHoApobHO yspexnaade. [IpH MAMEHTUTE ¢ TEXKO yepHoApobHo yBpexaane (Kimac C no
Child-Pugh) e Heo6x0aMMO BHUMATENHO MPOCieAsBaHe (BXK. TOYKH 4.4 u5.2).

HauuH Ha NpHIOXKEHHE
Jlerpo3on Heo TpsOBa Ja ce mprueMa nepopaHo H MOXE J1a CC NpHEMa ChbC 1Ny 6e3 XpaHa.

4.3 IIpoTHBONOKA3IAHMA

- CBpEXYYBCTBHTEIHOCT KbM AKTHBHOTO BELIECTBO WK KbM HAKOE OT MOMOLIHHTE BEILECTEA BOLIECTRA,
u3bpoeHu B Touka 6.1.

- [IpeaMeHoONnay3aieH EHAOKPUHEH CTATYC

- BpemenHoct (Bk. Touka 4.6)

- Knpmene (B, Touka 4.6)

4.4 CrenuajHu npeaynpexXIeHHs H NpPeNIa3HH MEPKM NpH ynoTpeda

MeHonay3aleH CTaTyC
[Ip NAaUMEHTH, NPH KOMTO MEHOMAY3aJHMAT CTATYC € HEACCH, TpaOBa Ja ce M3C/IeaBaT HMBAaTa Ha

myterHusupamus xopmoH (LH), ponuiynocTHMYTHpalliia XopMOH (FSH) »/nnu HUBaTa Ha €CTpaIMoN
npeay Aa ce 3anoune nevenue ¢ Jlerpozon Heo. Camo xeHH ¢ NOCTMEHONAY3ANCH CHAOKPHHEH CTaTyC
Tpsabea aa nony4asat Jlerpozon Heo.

b1nOpe4HO yBpexXaaHe
Jlerpo3oa He € NPOy4BaH NpPH AOCTaTbyeH Opoit NaUMEHTH ¢ KpeaTHHHHOB KIIMPBHC TOA 10 mi/min.
IIpu TakuBa NaUHEHTH TPAGBa BHUMATENHO [a Ce NPELEHH NMOTEHUHATHOTO CHOTHOMICHHE Mon3a/pyUcK
npeAu Aa ce npunoxi Jlerposon Heo.

YepHoapoOHO YBpekKaHe
[TpH NAUMEHTH C TEXKO uepHOAPoGHO yBpexnane (Knac C no Child-Pugh), CHCTEM}

TEPMHUHATHHAT NOMYXKHBOT ca Grny NpHOIH3UTENHO NBOHHO IO-BHCOKH B CPAaBHEH
pobpoponud. Ilopagn TasH npHYMHA TaKHBA TAUMEHTH TpabBa na Opjar ¥
HabmoaeHue (BX. Touka 5.2).




EdekTH BEPXY KOCTHTE

JIeTpo301 € MOUIHO ECTPOreH-NIOHWKABAILo CpeacTBo. [1py xkeHUTe ¢ aHaMHE3a 3a 0CTeONnopo3a W/HIH
GpakTypH, KakTO M Te3H, KOMTO Ca C MOBMLIEH PUCK OT pasBHTHE Ha OCTEONOpO3a, TpabBa ga Obae
ofpeleNieHa KOCTHATA IUTbTHOCT NPEIM 3aN04YBaHe Ha aloBaHTHA WK pasluMpeHa afNloBaHTHA TCpanus
W na 6bAAT NPOCNEAEHH MO BpEME HAa W Cliel MPHKMIOYBAHE HA JIEYEHHETO C JIETPO30il. AKO €
HeoOXOMMMO, TPA6Ba Aa 6b/le 3aMOYHATO JeYeHHe WK NPOQHUIAKTHKA Ha 0CTeonoposaTa H a 6paat
BHHMATENHO npocieassanu. [1py aJioBaHTHA TepAIUA MOJXKe CHILO TaKa Jia C€ HMa NpeiBU/l CCKBEHTHA
TepaneBTHYHA cxeMa (N1eTpo30a 2 TOAMHH NOCneABaH OT TaMOKCHGeH 3 rOAHMHH) B 3aBUCHUMOCT OT
npoduna Ha Ge30NacHOCT MPH CHOTBETHHS MALMEHT (BXK. TOUKH 4.2,4.8un5.1).

M Opeayn eHHng
EnnospeMeHHOTO npwiioxenne Ha Jlerpozon Heo ¢ TaMokCH(EH, APYri aHTHECTPOr¢HH WK €CTPOreH-
CHAbPKALULM JiekapcTBa TpAOBa na ce M3GArsa, Tbd Karto TE3M BELIECTBA MOraT Ja HAMANAT
$bapMaKoIOrHUHOTO AeiCTBHE HA JIETPO30: (BX. TO4Ka 4.5).

JlakTo3a

Toii KaTO TabneTKHTE CHLABPKAT NakTo3a, Jlerposon Heo He ce npenopbyBa NpH MaUMCHTH C PEKH
HACJICACTBEHH HAPYLIEHUS KAaTO raiaKTO3HA HEMOHOCHMOCT, TEXbK JIAKTa3eH AePULHT HITH IIIFOKO030-
ralakTo3Ha ManadcopOums.

4.5 BianmojeiicTBHE ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYrH GopMH HA B3AUMOACHCTBRE.

Mera6onu3MbT Ha NleTposon ce ocsulecTeaBa upes CYP2A6 u CYP3A4. llumetnanu € cnab,
Hecnieuudruen uHxubutop Ha CYP450 eHsvMMuTe M He MNOBIHSABA TUIA3MEHWTE KOHUEHTpalHH Ha
netpo3oi. EpekTbT Ha MolIHU HHXHOHTOpH Ha CYP45(0 He H3BECTEH.

K&M MOMEHTA HAMa KTHHWYEH ONKMT C NPWIATaHETO Ha IETPO30J1 B KOMOMHALIHSA C €CTPOTe€HH WIH JpYTrH
NPOTHBOPAKOBH CPEACTBA, Pa3IM4YHH OT TaMOKCH(peH. TamokcHeH, APYrH AHTHECTPOreHH WK
€CTPOreH-ChAbPIKALUH JIEKaPCTBa MOraT a HAMANIAT GapMaKOoIIOrHHOTO ACHCTBHE HA IETPO30T. OcgeH
TOBA € YCTAHOBEHO, Y€ E€JHOBPEMEHHOTO MPWIOKEHHE HA TAMOKCHU(EH ¢ JICTPO30/] 3HAYHTENHO
HaMa/igBa TUIa3MeHaTa KOHLEHTpalMa Ha JieTpo3oi. EAHOBpEMEHHOTO MPHAOKEHHWE Ha JIETPO30]
TamokcH(eH, APYTH AHTHECTPOTEHH B eCTPOreHH TpAOBa Ja ce u3bArBa.

Jletposon uuxubHpa in vitro uutoxpom P-450 mzoeHsumure 2A6, a cpwo ¥ 2C19 B yMepeHa CTeneH,
HO KJIMHHYHATA 3HAYMMOCT He e sicHa. [Topaau Tasu npuyuHa € Heo6XOHMO MOBHIUICHO BHUMAHHE NPH
eHOBPEMEHHO TNpHJAraHe Ha JIETPO30N € JICKAPCTBEHW TIPOJYKTH, HHETO €IMMHHHpaHC 3aBHCH
MPeAHMHO OT T€3U W30CH3MMH H KOMTO HMAaT TEeCeH TepaneBTHYCH HHICKC (Hanp. (EHUTOUH,

KJIOMUAOrPEN).
4.6 DepTHNAHTET, OPpEMEHHOCT H KbpPMEHE

XKeHH ¢ mepUMEHONAY3aIeH CTATYC WK C ACTEPOACH MOTCHIHA

Jlerposon Heo TpAGBa na ce npusara caMo MpH )K€HH ¢ ACHO YCTAHOBEH MTOCTMEHOMAY3aJICH CTaTyC (BXK.
Touka 4.4). Tt kaTo uMa cHOBLIEHHS 32 KEHH C BB3CTAHOBEHA AWYHHKOBA QYHKLHA MO BpEME HA
JIEYEHHETO C JIETPO30J1, HE3aBUCHMO OT SCHHA NOCTMEHONAY3aJIeH CTATYC MPH 3an0o4YBaHe Ha JICHEHUETO,
NpY HeOOXOAUMOCT JieKapaT TpAOBa fa 00CHAH IPOBEKIAHETO HA NMOAXOAAILIA KOHTPALICILIKA.

bpeMeHHOCT
Ha 623a Ha ONMHTa NMpPH XOpa, MPH KOWTO WMa M30JIHPAHH CIy4aH Ha BPOACHU JAEQeKTH

TOKCHYHOCT (BXK. TOUKa 5.3).

Jlerposon Heo e npoTHBONOKa3aH Mo BpeMe Ha GpeMeHHOCT (BX. TouxH 4.3 1 5.3).




KbpMeHe
He e M3BECTHO JAANH JIETPO30J1 U HErOBHTE MeTabONKUTH ca eKCKPETUPAT B KbpMarta. He mMoxke na ce

M3KJTIOYMH PUCK 3@ HOBOPOAEHHTE/KbpMadeTaTa.

Jlerposon Heo e npoTHBONOKa3aH rno BpeMe Ha 6peMeHHOCT (BXK. Touka 4.3).

DepTHINTET
DapMaKoJIOrHYHOTO AEHCTBHE Ha JICTPO30l1 € Aa HaMainsiea NPOW3BOACTBOTO Ha €CTPOreHH ™pes3

nHxuOHpaHe Ha apomaTa3ara. 11pH xeHH Nnpean MeHoMnay3a, HHXUOHPAHETO Ha €CTPOreHOBHA CHHTE3
BOM 0OpaTHO A0 MOBHINABaHe Ha HUBATa HA TOHAKOTPONKMHUTE (LH, FSH). TTosuweHuTe HYBa Ha FSH
OT CBOS CTPaHAa CTUMYJIUPAT GONMKYNApHHA PaCTEX M MOraT Aa MPCAUIBUKAT OBYJIaLHA.

4.7 EdexTn BpXY CN0oco0HOCTTA 32 MOPHPAHE H paGora ¢ MAIIHHH

Jlerpozon Heo nosnusBa B MajKa CTEMeH cnocobHoCcTTa 3a wodupade U paboTa ¢ MAaILMHH.
[IpenopbuBa c¢ MOBUAIUICHO BHHMAHWE MpH mwodHnpaHe U paboTa ¢ MaUIHHA, ThH KaTO MpH MpH
ynotpe6aTa Ha J1eTpo30 ca HabnoaaBalHi yMOpa H 3aMasHOCT, U HEHECTO ¢C chOO1IaBa 3a CBHIHBOCT.

4.8 HexelaHR JeKAPCTBEHH PeaKIHH

O6001eHue Ha ipoduna Ha 6e30nacHoCT

YecTOTUTE Ha HEXENAHHTE PeakUMM MpH NeTpo3on ¢a 6asvpaHd MpeauMHO Ha NaHHH OT KIHHHYHH
W3THTBAHMA.

[IpuGAUHTENHO NPY €AHA TPEeTa OT MALUMEHTHTE, NEKYBAHH C JIETPO3OI IIpH HAJIMYHY METacTa3H H
npubauzuTenHo npu 80% OT MauMeHTHTe Ha a/0BAHTHA TEparls, KAKTO H IpH TE€3H Ha paslliHpeHa
a/IOBAHTHA Tepanus, c¢ HabIOAABAT HEXENaHM PeaKl|u. bONUMHCTBOTO OT HENENaHWTE peaAKLIMH
BB3HMKBAT MPE3 ITbPBHTE HAKOJIKO CEAMHMLIM Ha JICUCHHETO.

Haii-uecTo CHOGILABAHMTE HEXENAHU PEaKUHM MO BpeMEe HA KIHHHYHUTC M3MHMTBAHHA Ca rOpellH
BBJIHH, XHIEPXOIECTEPOJIEMHS, APTPAITHs, yMOPa, NMOBHLIEHO NIOTCHE H ra/ICHC.

BakHH NONbIHWTEIHH HEXENaHU PeakLid, KOHTO MOraT Aa BE3HHKHAT [PH JIEHCHHE C JIETPO30I 4.
CKEJICTHO-CBBP3aHH ChOMTHA KaTo OCTEONOopO3a W/HIH KOCTHH dhpaKTypH 4 ChPAEHHO-CBAOBH CHOHTHA
(BIUIFOUHMTETHO MO3BYHO-CBAOBH H TpomboemBonuuHH cbOMTHA). YecToraTa Ha TE3H HEKCIAHM
peakLuu e onucana B Tabnuna 1.

TabnuuHo nNpeicTaBAHE HA HEXKENAaHH PEAKIHH
YecTOTHTE Ha HEXKEJIAHUTE PeaKLUH NPH JETpOo30J Ca Ga3upaHM MpeArMHO Ha AAHHH OT KJIMHHYHH

HM3TNUTBAHHA.

CrieaBaluTe HEXENAHW NEKAPCTBEHH PEaKiMH, W3OPOEHH B Tabnuua 1, ca cbOOLIECHHU IO BpEME Ha
KJIHHWYHHTE TIPOYUBaHHA H NOCTMApKETHHIOBUA OfUT C JIETPO30JL.

Ha6nionaBaHHTe HEXENAHH PEAKIMH ¢a KIaCHQHLUMPAHH B 3aBHCHMOCT OT HECTOTaTa — MHOTO HECTH e
10%), yectd (= 1% no < 10%), HeuecTH (> 0,1% no < 1%), peaxu (> 0,01% no < 0,1%), MHOrO peaxKu
(< 0.01%), ¢ Heu3BECTHA YECTOTA (OT HANKHYHKTE AaHHH HE Moe Na Ob/ic HaMpaBeHa OLICHKA).

UndexunH u HHPeCTANHH

HeuecTH MHdekumus Ha MTUKOYHHTE [Th 0

HeonnazmMu — 106 poKkauecYBeHH, 3JI0KAYeCTBERH H HEONPENE/ICHIA (BrIHOYH

Heuectu TymopHa Gonka' e -

Hapymenus Ha KPLBTA H AMMQHATA cHCTeMA Weaira ksl | 3

HeuecTH JleBKONEHMA = iy Al A

HapyuseHHH HA HMYHHATA CHCTEMA f s
TTYEMAS




C HeW3BECTHA HeCTOTa | AHadunakTU4HA peaKuHs

Hapymenug 5a MeTaf01H3MA H XPAHCHETO

MHOro 4eCcTH XHUrepxoecTepoIeMHus

Yectu AHOpEKCcHS, MOBHIICH aneTHT

IIcRXHYHA HAPYIICHHS

YecTH Henpecus

HeuectH TpeBoXKHOCT { BKIIOYHTENIHO HEPBHOCT),
pa3sApasHUTETHOCT

HapyuenHs Ha HEPBHATA CHCTEMA

YecTH "napofoiiHe, 3aMagHOCT

HeuectH CpHIMBOCT, O€3ChbHHE, HApYIUUIEHYS B NaMCTTa,
HapylueHa YyyBCTBHTEIIHOCT, BKJIKOUHTETHO

NapecTe3H H XHUIOECTE3HA, BKYCOBH HApPYLICHHA,
MO3BYHO-CHAOBH HHUMJIEHTH

Hapyumenus Ha 0YHTE

HeuecTw [ Karapaxra, ipasHeHe B O4YHTE, 3AMBIVICHO BIDKIAHE
ChpaeuHHE HAPYIICHHS
HeuecTH [Tannuranmy!, TaXUKapausa, HCXeMHYHH ChP/1euHO-

CBAOBH CHOUTHA (BKIIOYHTETHO HOBOMOABHIIA CC
WIK BJIOMIABALIA CE CTEHOKApAHA, CTCHOKapAH,
M3UCKBALlA ONEPATHBHO JIeUeHHe, MHOKapICH
HHGbAPKT ¥ MHOKApP/IHA HCXEMHUS)

CpaoBn HAPYHIEHHSA

MHoOro 4ecTH I 'opeluy BB/HH

YecTH XUNepTOHHA

Heuectu TpomGodnebuT (BIITIOYHTENHO MOBBPXHOCTEH H
nhaGoK BeHo3eH TpoMO0qIeOHT)

Peaku benoppobua TpomGoeMOoIni, apTep4aliHa
Tpom6033, MOIbYHO-CHOB HHDAPKT

PecnHpATOPHH, FPLAHA H MeAHACTHHAINH HAPYIICHHT

HeuectH TucnHes, KxauuiANa

CroMamHO-9peBHH HAPYIICHHSA

YectH TaneHe, naucnencHsa', 3amek, kopemHa Oonka,
AuapHsl, NOBPBILIAHE

Heuecty CyxoTa B yCTara, CTOMATHT!

XenaToOHJTHADHH HAPYIIEHHSA

HeuecTH [MoBMIIEHHE HA YEPHOAPOOHHTE EH3IHMH

C HeH3BECTHA YeCTOTa XenaTur

HapyuieHusi Ha KOXKATA H NOAKOKHATA ThKAH

MHoOro 4eCTH Y BeNHYCHO MOTOOTACISHE

YecTH Anoneuus, oOpuB, BKJ1. epPHTEMATO3EH,
MaKyJIonamyJjapeH, ncopuazugopMeH 5
BE3UKYJIAPEH, CyXa KOXKa

HeuectH Copphex, ypTHKapHi

C HeH3BECTHA YeCTOTA AHruoepeM, TOKCHUYHA eNMUAepMAIHA HEKPOJIN3a,
epuTEMa MyITHGOPME

HapymeHHs HA MYCKY/THO-CKeJIETHATA CHCTEMA U CLEAMHHTETHATA ThKaH

MHoro 4ecTh ApTtpanrus

YectH Muanrusa, 0Oonka B
(bpaKTypH Ha KOCTUTE

Heuectn ApTpHT

Hapywenns Ha 0b6pensre H NHKOYHATE WHTHIA

HeuecTH YecTo ypUHHUpAHE

HapyweHus Ha Bb30POH3BOAHTE/IHATA CHCTEMA H I'bpAATA




YecTH

BarvHanHO KbpBEHE

HeuecTHn

BarunaneH ceKpeTr, BarHHalHa cyxota, 6ojka B
FBPAUTE

O6mu HapymieHHd H ¢peKTH HA MACTOTO HA NPHAOKEHHE

MHoOro 4yectu

YMopa (BKIIOUHTENHO acTeHHd, 00110

HEPa3NoJoXKEeHHE)

Yectu ITepudepeH 0TOK

HeuecTu ["eHepanu3upaH OTOK,CYXOTa Ha JINTABHLIUTE,
MUPEKCHA

JApyru RapylieHHA

YectH [ToBuiieHHe Ha TErNOTO

HeuecTH 3aryba Ha Tersio

| Hexkenanu peakuyH, Cho0GLIaBaHH caMO NPH MaLMEHTH ¢ METACTa3y

Hskou HeXeNaHH peaklHH ce choOIaBar ¢ NoAuYepTaHo pasfiiyHa 4e€CTOTa NpH aJlIOBAHTHA TCparHil.
Creapature TabaMuy NpeaocTaBaAT HHOpMaLHs 3a CHIHH(PHKAHTHUTE Pas/IMKH NIPH JIETPO30JI CIPAMO
TaMOKCH(EH, MPUIaraHd KaTo MOHOTEpanus U MpH NIETPO30N-TAMOKCH(EH MpujiaraHd KaTo CEKBEHTHA

Tepanus:

Tabauma 2 AJIOBAHTHA MOHOTEPANHA ¢ JIETPO30J CNPAMO TAMOKCH(EH, NPHIAFAH KaToO
MOHOTEpANHS — HeXKe/IaHH CHbOHTHS CbC CHTHH(PHKAHTHA PA3iHKa

Jlerposo,

HeXeJAHOTO ChLOHTHE

yectora Ha | TamoxkcadeH, 4Hecrora HA

HEXKEJAHOTO ChOHTHE

Kocthu dpaktypy | 10,1%(13,8%) 7,1%(10,5%)
Octeonoposa 5,1%(5,1%) 2,7%(2,7%)
TpomGoemboaHunm chbutus | 2,1%(2,9%) 3,6%(4,5%)
MuokapieH HHOAapKT 1,0%(1,5%) 0,5%(1,0%)
Xunepruiazus Ha 0,2%(0,4%) 2,3%(2,9%)
eHJAOMeTpUyMa/paK Ha

CHAOMETPHYMA

CnHpaHe Ha JIEYEHHETO.

Jabenexka; MeauaHa HAa TPOXB/UKHTENHOCT Ha JedeHuero 60 meceua. IlepronsT 3a
choOlLIaBaHE HA HEXENaHH peaKlMd BK/HOUYBAa nepHoda Ha jeucHue mmoc 30 nHu cren

[poueHtHTe B CcKOOMTE NOKa3BaT YECTOTaTa HAa CBOWTHATA MO BCAKO BpeMe cCriel
PaHIOMM3ALHATA, BIJIIOYHMTENHO [Mpe3 MepHoa clell MNPUKIIOYBAHE HA MPOYHBAHETO.
MequaHaTa Ha ipocieaiBaHe ¢ 73 Mecela.

Taoauna 3 CekBenTHA TEpPANHA COPAMO JIETPO30J1, NIPHJIAraH KaTO0 MOHOTEPANHs — HEXKEJIAHH
¢hLOHTHA ChC CHFrHAQHKAHTHA PA3JIHKA

JleTpo30. KaTo Jerpo3o.- Tamoxcuden -
MOHOTEpAlHA >TaMOKCH(pEH >J1€TPO30J1

KoctHu ppakTypH 9,9% 7,6%* 9,6%

[Tponudeparupun 0,7% 3,4%** 1,7%**

HapyIlUeHHA Ha

eHIOMETpHYMA

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

['opelid BBIHH 37,7% 41,7%** 43,9%**

BarvHajiHO KbpBEHE 6,3% 9,6%** 12,7%**

Ha JCUYEHHUCTO

*  CHraidHKaHTHO NMO-MaJIKO IpH JIETPO30J KATO MOHOTepanHs
** Curum¢pUKaHTHO NOBEUE NPH JIETPO30J KATO MOHOTEpanis
3abenexka : [lepnoasT 3a choOlaBaHe € MO BpeMe Ha JieueHHeTo Hau 30 AHM




Onucanue Ha H30paHH HeXXeNaHH PEAKIIuH

Heocenanu peaxyuu C6bP3aHU CoC Copyemo

[pu aflOBaHTHA TepanuA, B JOMBIHCHHC KbM JaHHWUTE, NPEACTABCHH B Tabnuua 2, ce cpodulaBar
CledHUTE HeXeNanu CBOWTHA, CBOTBCTHO MpH JETPO3ON H tamokcuden (NpH MeaHaHa Ha
MPOAB/DKUTENIHOCT Ha JIEYEHHETO 60 meceua rnoc 30 AHY). CTEHOKapAWs, W3KCKBallla ONEpaTHBHO
neuenue (1,0% cnpamo 1,0%); cbpacuHa HENOCTATRHHOCT (1,1% cnpamo 0,6%); XHNepTOHHA (5,6%
capaMo 5,7%); MO3BUHO-CHIIOB MHLIMACHT/TPAH3UTOPHA HCXEMHYHA aTaKa (2,1% cnpamo 1,9%).

Tpyu pasiuupesHa aalOBaHTHA TEPanud CHOTBETHO TPH neTpo3on (MeIuaHa Ha MPOABIKHTENTHOCT Ha
evyeHnero 5 roauhu) W mnnauebo (MeaMaHa Ha NPOAB/DKHTEIHOCT Ha NeyeHHEeTo 3 TOOHHH) €€
chOOLIABAT: CTEHOKAPANS, H3HCKBALIA ONEPATUBHO JICUECHHUC (0,8% cnpamo 0,6%); HoBOMIOABKHNA CC WIH
snomasaia ce creHokapmus (1,4% cnpamo 1,0%); mMuokap/ieH unbapkr (1,0% cnpamo 0,7%);
TpoMGoeMOOIHYHH cuGuTna* (0,9% cnpamo 0,3%); HHCYAT/TPAH3UTOPHA HCXEMKUHA ataka* (1,5%
cnipamo 0,8%).

Cp6uTHATa, OTOENA3aHM ChC * HMAT CTATUCTHYECKH 3HAUMMa pasivKa B NIBETE TEPANICBTHYHH PaMeEHa.

Crenemno-cevp3anu cvbumus
3a naHHHMTE 32 HE30MACHOCT N0 OTHOLIEHHE Ha KOCTHTE NpH a/II0BaHTa Tepanhs, MOJS OTHECETE CE€ KBM
Tabnuua 2.

[Ipu pasiuupeHa aAlOBaHTHA TEParHi NpH cHrHUGUKAHTHO MOBEYE MAUMEHTH, JIEKYBaHH C JIETPO304, CC
Ha6AIOAaBAT KOCTHH (PaKTypH WIH OCTEONopo3a (KOCTHH dbpaktypu 10,4% u ocreonoposa 12,2%) B
cpaBHEHHE C TMAUMEHTHTe B nnaue6o-pamoto (cbotBeTHO 5,8% H 6,4%). MenuaHara Ha
NPOb/DKUTENHOCT Ha JIEUEHHUETO € 5 FOIMHH C JIETPO30J1, CIPAMO 3 FOAWHH C nauedo.

ChoblapaHe HA MONO3UPAHY HEKENaHH peakiyii

CpobIIaBaHeTo Ha MOAO3HPaHH HEXEIaHH peakliid C/iell pa3peluaBaHe 3a yrnoTpe6a Ha JIeKapCTBEHHA
NpOAYKT € BaKHO. ToBa N03BONsB2 1a NPOABIKH HABIIONEHHETO Ha CHOTHOWICHHETO MO/13a/PUCK 3
NeKapcTBEHNs NPOAYKT. OT MEAMLIHHCKHTE CIELHATHCTY Ce M3NCKBA Aa ¢HoOLIaBaT BCAKA NMOA03MpaHa
He)KENaHa peakuus ype3 M3nbiHUTeHA areHLMA 110 JIEKApCTBATA,

yn. ,,Jlamsas ['pyes” Ne 8
1303 Codnus
Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IIpeno3upane

Cp06IaBaT Ce M30JIMPAaHH Ci1yYaH Ha NMpeAo3nupaHe ¢ JETPo3oi. He e u3BecTHO CIICLIM(PHIHO JICUCHHE
NpH Npeno3upane; JieueHuero Tpabaa aa 6B CHMITTOMATHYHO Y TIOJIBPKALLO.

5, ®APMAKOJOTHYHHM CBOHCTBA
5.1 PdapMaKoAHHAMHIHH CBOHCTBA

dapMaKoTepanesTHyHa rpyna: EHIOKpHHHA TEPaIui. XopMOHaIHH AHTAroOHHUCTH
apoMaTa3eH HHXHOUTOP.

ATC kom: L02BG04




MapMakOIHHAMHYHH eeKTH

EMHMMHHPAHETO Ha €CTPOreH-MeIWHPaHUTE CTHMYIHPALIH €eKTH € MPEANOCcTaBKa 3a MOBAHABAHETO
Ha TyMOpa B CJIy4auTe, KOraTo pacTeKbT Ha TYMOPHA TbKaH 3aBMCH OT HA/IMYHETO Ha ECTPOrCHH H CC
npuiara eHIOKpvHHO neucHue. [lpu keHM cnell HACTBNBAHETO Ha MeEHOMay3a, CCTPOTCHH Co
NPOM3BEIKAAT OCHOBHO MOA JAEHCTBHETO HAa €H3MMa apoMarasa, KOHTO npeoOpa3yBa HaxObLOpeuHUuTe
aHIPOTCHH — MpPEAUMHO aHAPOCTEHIHOH U TECTOCTEPOH, B €CTPOH W €CTPANHON. CnepoBaresHo,
MoTHCKaue Ha OHOCHHTE3aTa Ha ecTporeH B riepudepHaTa TbKaH H B caMaTa TyMOpHa ThKaH MOXe /ia
ce MOCTUIHE ¥pe3 cneudyHOTO HHXMONpaHe Ha €H3UMa apoMaTasa.

Jletpo3on e HecTepousIEH apOMaTa3eH HHXHOHTOP. Huxubupa eHzuma apoMarasa upe3 KOHKYPEHTHO
CBBP3BAHE C X€Ma Ha apoMarasHus uMToxpoM P450 M30€H3MM, KOETO BOAW AG OTpaHH4aBaHC
GMOCHHTE3aTa Ha €CTPOTEH BbB BCHYKH THKaHH, KBACTO € HATHYEH.

[Ipu 3apaBy NAUMEHTKHU B MEHOMay3a, CAHHHYHH JO3H OT 0,1, 0,5 4 2,5 mg neTpo30a NOHHXKABAT HHBATA
Ha eCTPOH M €CTPaMOs B CepyMa ChC ChHOTBETHO 75-78% m 78% CnpAMO H3XOAHMTE. MakcumMasHo
MNOTHUCKAHE ce MOCTHra B pamkute Ha 48-78 yaca.

[Ipx NaUMEHTKH B TIOCTMEHOMNAY3a € PaK Ha MbpJaTa B HaNpegHal CTafMH, NEKyBaHH C IHEBHH O3 OT
0,1 no 5 mg, WIa3sMeHUTE KOHLEHTPALMH Ha €CTPaaHOA, ECTPOH H €CTPOH cyjipar ce MOHWKABAT ChbC
75-95% ot uzxopnute. [Ipu g03u ot 0,5 mg K MO-BUCOKH, MHOTO OT CTOMHOCTHTE Ha ECTPOH U €CTPOH
cyadar ca 61K No/ rPaHULIATA HA OTKPHUBAHE Ha aHATHTHYHHA METOJ, KOETO MNOKa3Ba, He NP Takasa
NO3UPOBKA CE TIOCTHTA MO-BUCOKA CTENEH Ha NOTHCKaHe Ha ecTporeHa. I1oTHCKaHETO Ha ECTPOTCHHTE
ce MoAABPKA MPH BCHUKH MALIMEHTKH 110 BpeMe Ha LK JieuebeH Kype.

MuxubupaHeTo Ha apOMATa3aTa oT JIeTpo30J1 € BHCOKO cretuduyHo. He ce HaOJIIoMaBa BJIOLIABAHE HA
cTepouaoreHe3ara Ha HanOpOpeunara xuiesa. [Ipy nanHeHTKHTE ¢ HaCTBNKAA MEHOMNAY3a, IEKYBAHH C
NHeBHH 1031 JeTpo30i oT 0,1 40 5 mg, He ca YCTaHOBEHH KHHHUYHO 3HAYHMH U3MEHCHHA B ILTASMEHUTC
KOHUEHTpAllMH Ha KOPTH30M, aniocTepoH, 1l1-ne30KCHKOpTHION, 1 7-XHOPOKCUIIPOreCTEPOH  H
aZipEHOKOPTHKOTPOIHHSA XOPMOH YTH B aKTHBHOCTTA Ha UIA3MCHUS PEHHH.

TecThT 33 CTHMYMPAHE C ACHOKOPTHKOTPONEH XOPMOH, NpoBeJieH ciiell 6 W 12 ceqMUIH JICHeHHE C
nuesHu nosu ot 0,1 mg, 0,25 mg, 0,5 mg, 1 mg, 2,5 mg, u 5 mg, He nokassa OTC/labBaHe Ha
NpOAYKLMATA Ha AJOCTEPOH MM KOpTu30i. ETo 3ailo He ¢ HeoOX0AUMO AOIMTBJIBAHE HA JIEYEHHETO C
FTIOKOKOPTUKOMAY H MHHEPDAIOKOPTHKOKIH.

He ca ycTAHOBEHM H3MEHEHHA B IUIA3MEHHWTE KOHUEHTPAUWM Ha aHAPOreHHTe (aHAPOCTEHAHOH H
TeCTOCTEPOH) NPH 3APaBUTE MALMEHTKY ¢ HACTBIIUAA MEHOMAY32a C/ICA MPHEMaHe Ha CAHHHYHH 103K OT
0,1, 0,5 1 2,5 mg neTpo30J1, KAKTO H B IU1a3MEHUTE KOHUCHTPaUHH Ha aHAPOCTCHAHOH MPH NALIHCHTKUTE
C HACTBIIMAA MeHomMay3a cliel NpHeMaHe Ha AHeBHH Josk oT 0,1 mo 5 mg, KOeTo nokasea, ‘e
GroxupaHeTO Ha OHOCHHTE3aTa Ha €CTPOreH He BOAH JI0 aKyMYJHpaHe Ha aHApOr€HHH NpeKypCOpH.
[LnasMenKTe HUBA Ha JyTenHusupamusa xopmos (LH) 1 QoNHKynocTIMyaHpatus XOpMOR (FSH) ne
ce MORIMABAT OT JETPO30NI NPH TNALMEHTKHTE, KAaTO CBLIOTO C€ OTHacs H [0 (yHKumMATa Ha
LIUTOBMIHATA >UIe3a, OTYETeHO upe3 Tectoee 3a THpoTponuH (TSH), TpHAOAOTHPOHUH (T4) m
THpoKCHH (T3).

M@Baﬂma TCpanuns

IIpoyueane BIG 1-98
BIG 1-98 € MHOrOLIEHTPOBO, IBOMHOC/IANO NPoy4BaHe, npH koeto Haa 8 000 nocTMenonay 33y XKeHH
¢ IO3MTHUBEH 32 XOPMOHAJIHN PELENTOPH paK Ha IbPAATa B HAUaICH CTaJHH ca paHIoMy SRTAHEHA SIS
OT clienHuTe neueHud: A. Tamokcuden 3a 5 rogunu; b. netposon 3a 5 roauny; B / '
FOAMHH, 4 CJIEX TOBA JIETPO30M 3a 3 roauHy; I'. 1eTpo301 3a 2 roAMHH, a C/Iell TOk
FOQHUHH.

IIspBHuHaTa KpaiiHa Touka € npexupiemocT Ge3 3abonasane (DFS); BTOpHY
e)MKACHOCT Ca BpeMe JI0 NosiBa Ha ganeyny Metactasd (TDM), npexxussemocT 6e3 Ag



(DDFS), o6ma npexupsemoct (OS), npexxusseMoct 6e3 cucteMuo 3abonsasane (SDFS), nnpazusen
KOHTpaJaTepajieH pak Ha 'bpAaTa H BpeMe [0 peUMIMB Ha paKa Ha rbpaaTa.

JTaunu 3a epuxacnocm npu Meouana na npocaeoasarne 26 u 60 meceya

Hauuute B Tabnuua 4 otpassear pesyararure oT ITbpBUUHKA OCHOBEH aHAAN3 Ha MIPOYYBAHETO (PCA),
Ga3uMpaH Ha NAaHHHTE OT paMeHaTa Ha MOHOTepanus (A H b) n or ABeTe paMeHa, NpH KOHTO WMa CMsHA
Ha TepanuaTa (B u ), npy MeauaHa Ha NMPONBL/DKMTENHOCT Ha JieYeHHeTo 24 Meceua U MeauaHa Ha
npocaeasBaHe 26 Mecela, H IPH MEeAHaHa Ha MPOAB/DKHTENIHOCT Ha JieueHHeTo 32 Mecella H MeinaHa
Ha npocineassane 60 Mecena.

[MpoueHTsT Ha S-roguuiHata npesxupaemoct Oes zalonasane e 84% npH neTPO3ON H 81,4% npu
TAMOKCH(]EH.

Ta6auna 4  IIspBHuYeH aHaan3 ua opoyuBauero: IlpexuBsiemocT Oe3 3aoasnBaHe H o0ma
npe;XHBAEMOCT MPH CPeJHO npocieasBaHe oT 26 Mecena H cpeaHo npocieassane ot 60 mecena
(ITT nmonyaanusn)

IIbpBHYCH AHAJIH3 HA NPOYYBAHETO

Cpeono npocaednsane om 26 meceya | Cpeono npocneoneare om 60 meceua

1

HR
Jlerpozon Tamokcuder : Jlerposon Tamokcupen (959, CI)
N=4003 N=4007 (95% CI) N=4003 N=4007 p
P

[TpexusaeMocT 351 428 0.81 585 664 0.86
Oe3 3abonaBaHe
(mbpBHUYUHA (0.70, (0.77, 0.96)
KpaifHa TO4Ka) - 0.93)
crbuTHA
(mepHHULMA MO 0.003 0.008
IlpOTDKOIIZ)
Obwa 166 192 0.86 330 374 0.87
MpEKUBASMOCT
(BTOpHUHA (0.70, (0.75, 1.01)
KpaiiHa TOuKa) 1.06)

bpo# CMBEpPTHH
clly4au

HR = KoeduuueHt Ha puck; Cl = JloBepHTEIEH HHTEPBaJ
I Long rank test, ceprHdHKalHA MO HAYHH HA pAaHAOMU3AIMA U NPHJAraHe Ha XHMHOTCpanus (na/ue)

2 TIpexursemoct Oe3 3abonaBaHe - CHOUTHA: JIOKOPETHOHANEH PEUMAMB, OTAAJICYECHM METACTasu,
HHBA3UBEH KOHTpANaTepajieH paK Ha I'bpAaTa, BTOPHYHA (HE Ha rbpAATa) TBPBHYHA HEOIUIa3Ma, CMBPT
nopajay Apyra npu4nHa 6e3 npeallecTsalla Heomnasma.

Pesynmamu npu meouana na npocreoasane 73 meceya (Camo pamesama Ha MOHOmMepanys

[MonyyeHuTe NpH aHaiW3a Ha paMeHara Ha MoHorepanua (MAA) ABJIroCpouH /(
e(DMKACHOCTTA Ha JIETPO30J1 KATO MOHOTEpANMs CIPAMO TaAMOKCH(EH KaTO MOHOTYpate
NPOABL/DKUTENHOCT HA ANIOBAHTHATA TEPamnu: 5 TOAHHH) Ca npeacTaseHu B Tabu { [ 5

=3 il n

Ta6nunma 5 Amaaus sa pamenara Ha MoHotepanus: Ilpexusgemoct 6e3
NpeKHBAEMOCT NPH MeAUAHA Ha npocieasaBane 73 Mecena (ITT nonynauns)




- —

JleTpo30J TamokcHpeH KoedprunesT HA P croiinocT

N=2459 —

(95% CI)
[IpexuBsiemocT 03 509 565 0.88 (0.78, 0.99) 0.03
3a00/1ABAHE —
CHOUTHA
(mepBrYHA)’
Bpeme A0 nospara 257 298 0.85 (0.72, 1.00) 0.045
Ha JaJICYHH
MeTacTa3
(BTOpHYHA)
Ob1Lua 303 343 0.87 (0.75, 1.02) 0.08
NpexUBIECMOCT
(BTOpUUHA) —
CMBPTHH ClTy4aH
[{eH3ypupaH aHaIu3 509 543 0.85 (0.75, 0.96)
Ha DFS3
I{en3ypHpaH aHaNH3 303 338 0.82 (0.70, 0.96)

Ha _OS3 _ _ i _ — —
I Log rank tect, crpardduKauys Mo Ha4HH Ha paHAOMH3ALMA H npwiaraHe Ha XMMHoTepanus (yes/no)
2 TlpexupsemocT Oe3 3abonsaBaHe - cpOUTHA: JIOKOPErHOHANIEH peUUauB, JaneyHH METaCTasH,
MHBa3WBeH KOHTpanaTrepajieH pak Ha repJaTta, BTOpH4Ha (He Ha rppAaTa) MbPBUYHA HEOIUA3Ma, CMBPT
nopaay Apyra npuuuHa Oe3 npeaecTsailla Heomasma.

3 Ha6ntooeHus B paMOTO Ha TaMOKCH(ICH, LIEH3ypHpaHH KaM [1aTaTa Ha CEICKTUBHO npeMUHaBaHe Ha

Ananuz na cexgenmnama mepanus (STA)

AuaM3LT Ha ceKBeHTHarta Tepanua (STA) ce oTHaca IO BTOPHA OCHOBCH BBIIPOC HA BIG 1-98, a
HMEHHO /I CeKBEHHPAHOTO MpHiaraHe Ha TAMOKCHQEH M NETPO30/1 NPEBL3X0KAA MOHOTepanM;Ta.
Hsma curHMpHKAHTHH Pa3IHMKM MO OTHOUICHHE Ha DFS, OS, SDFS u DDFS npu cMaHa Ha T€panuaTa
cnpsamo MoHoTepanuata (Tabnuua 6).

Tabaua 6 ARAIA3 HA CEKBEHTHATA TEPalHs N0 OTHONICHHE HA NPEKABACMOCT Oe3 3abonaBaHe
npu NpHAATaHe HA JEeTPO30/ KATO M-PBO eHIOKPHHHO CPEACTBO (STA nomynanusi CbC CMAHA HA
TePANHATA)

-

N bpoii KoepruueHt (97.5% Cox moaea P-
CLOHTHS Ha pucxz NoBepHTEeH CTOHHOCT
B HHTEpPBAJ)
[Merposon —] 1460 160 0.92 0.72, 1.17) 0.42

TamoxkcH@eH

—— i - L i

Jlerpo3on T 1463 178 -

T ledMEHLIUA 110 IPOTOKON, BIJIIOHHTENHO BTOPA IT-PBHYHA HEOTIA3Ma, KOATO HE € Ha IbpAaTa, CIeA
cMSHATa Ha TepanuaTa/ cyiel ABe roanHa
2 KopurupaH upe3 NpHiaraHe Ha XUMHOTEpanus

Hsama curHudgpMKaHTHA pa3vka No OTHOLICHHE Ha DFS, OS, SDFS u DDFS npu HHTO €AHH OT STA Ha
CIBOGHUTE CPABHCHHA HA PaHIOMH3ALHATA (Tabnuua 7).
maidll

TaGauna 7 AHAAH3 HA CEKBEHTHATA TePANHA OT PAHAOMH3AUHATA (STA-F §'
apexnssemoctTa Ges 3a6onasane (ITT STA-R nonyiangn)




Jlerpoioa — JleTpo3on
TaMOKCHQEH

bpoli nalueHTH _ 1540 1546
Bpoit naupenty ¢ DFS-ch0urue (aepuHuima no 236 248
| mpoToKoN)

' 0.96 (0.76, 1.21)

KoeduumeHT Ha pack (99% CI
2
TaMoxCHDEH

1548

bpoii naLMEHTH ) _
Bpoii nauuentH ¢ DFS-cnbutre (nedHHHIMA 11O
NpOTOKOJ

|

KoeduuueHt Ha puck (9 0.87 (0.69, 1.09)

5% C1

1
KopurupaH ypes npuiaraHe Ha XaMaoTepanus (na/ue)

2
624 (40%) nalueHTH, CENEKTUBHO TPEMHUHANH Ha JIETPO30A CIIEA pa3ClIeNABAHE Ha paAMOTO ¢
TamokcugeH npe3s 2005 r.

IIpoyusane D2407

Ipoyusane D2407 e OTBOPEHO, PAaHAOMH3HPAHO, MHOrOLCHTPOBO MpOYHBAHE 33 De30MacHOCT chel
pa3pelliaBaHe 3a ynorpeba, IiaHHpaHo a CpaBHH eheXTHTE Ha aIOBAHTHATA TEpamnus ¢ JE€TPO30a H
TaMOKCH(EH BBPXY KOCTHATA MHHEPATHA TUTBTHOCT (KMI1) © cepyMHia avnuaed npodu. Ipu oo
262 naiMeHTH e Ha3HauUeHOo J1a MoJIy4aBaT M JICTPO30J B NPOABJIKEHHE HA S rOAWHHU WK TaMOKCH(EH
NPoARDKEHUE Ha 2 FOMHY, a CNiefl TOBA JIETPO30J1 B NPOABIIKCHHE Ha 3 FOJMHH.

Ha 24-ua Mecell € yCTAHOBEHa CTATHCTHYECKH 3HAUKMA Pa3/IHKa NO OTHOLICHHE Ha TbPBHYHATA KpaiHa
Touka KMIT 8 06nacTra Ha mym6anuute npeuuieHH (L2-L4), noka3saiua MeiMaHa Ha MOHHUKCHHC 4,1%
33 JIETPO30J1 CAPAMO MeaMaHa Ha noBuleHue 0,3% 3a TaMOKCU(EH.

Ipu HuTo eaud ot naupenture ¢ HopManda KMII Ha u3XoAHO HUBO HE € Ha0/I01aBaHO pasBUTHE Ha
OCTEONOpPO3a B XOAa Ha 2-FOAUILHOTO JISUCHHE H CaMO NPH | mauMeHT ¢ OCTEONEHHA HA H3XOLHO HUBO
(T ckop ot -1,9) e HaGmONaBaHO pa3BUTHE HA OCTEONOPO3a MO BPEME HA JIEUCHHETO (oLeHKa 4pes
LEHTpANEH Nperaea).

Pesynrarure 3a 06ua KMIT Ha Oeapenata KOCT ca noaoOHY Ha Te3H 3a TyMOanHuTe NPEULUICHH, HO NO-
cnabo w3apaseHH.

HsiMa cTaTHCTHUYECKH 3HaYKMa Pa3iiuKa Mex/y JEUSHHATA 10 OTHOILICHHE Ha HeCTOTaTa Ha dpakTypuTe
— 15% B pamoTO Ha fetpo3on H 17% B paMOTO H4 TaMOKCH{EH.

B pamoTo Ha TaMOKCH()eH MeHaHaTa HA HHBATA Ha oB1IHs XoNnecTeposl ce noHwkasa ¢ 16% cnpaMo
H3XOMHUTE CTOMHOCTH cliel] 6 MeceLia ¥ TOBA NIOHWKEHHE Ce OARXBPIKA NMPH CAe/BALIKTE BA3UTH A0 24
Mecena. B paMoTO Ha JIeTpO30/1 HWBAaTa Ha O0LIMA XONECTEPON OCTABAT OTHOCHTENHO MOCTOAHHHM B
TeueHHe Ha BPEMETO, JaBaiiki CTaTHCTHYECKH 3HA4YMMa pas/ivka B NnoJjsa Ha TaMOKCH{eH BbB BCAKA
BpeMEBa TOYKaA.

Paswupena adiosanmua mepanus (MA-17)
B eIHO MHOTOLIEHTPOBO, ABOHHOC/ANO, PAHAOMH3HPAHO, IU1aUE00-KOHTPONIMPAHO NPOYBAHS (MA-17)
Han 5 100 )eHM B MOCTMEHONAY3aTa ¢ PELENTOP-MON0KHUTEICH WIH HEYCTAHOBCH ITbPBUMCH pax Ha
rbpAaTa, KOMTO 32 3aBbpLIMIM ANIOBAHTHA TepanHid ¢ tamoxcudern (4,5 no 6
PaHAOMH3HPaHH Ha JIETPO30J1 HITH mnalebo B Npogb/LKEHHE HA 5 TOAUHH.

[TbpBHUHATA KpaiHa TOYKA € MPEeXUBAEMOCT Oe3 3abongBane, AcPUHUpaAHA KATO
paHAOMU3ALMATA M HaH-paHHaTa MOABA HAa JIOKOPETWOHAJIEH PELUIMB, NdnctH
KOHTpAJAaTepaieH paK Ha rbpaara.



[THPBUAT [UTAHUPAH MEXMHEH aHaM3 NpU MEJMaHa Ha MPOCAEAABAHE OKOJIO 28 mecena (25% ot
MallHEHTHTE ca MPOCJENEHH B MPOAB/DKEHHE Ha MoHe 38 MeceLa) NMOKa3ea, 4Ye JIETPO30J1 3HAYHUMO
HaMassBa PHCKA OT PELMAKB Ha Pak Ha rbpaata ¢ 42% cnpsamo mnaue6o (HR 0,58; 95% C1 0,45, 0,76,
P=0,00003). [TpeauMCTBO B 107132 Ha JIETPO30]1 ce HaboaaBa HE3aBMCHMO OT CTAaTyCa Ha NTHMOHHUTE
apati. HaMa CTATHCTHUECKH 3HAMMMa Pa3jivKa N0 OTHOLLEHHE Ha 0011aTa NpeKUBAEMOCT: (nerpo3on

51 cMBpPTHH cy4as; riauedo 62; HR 0,82; 95% C1 0,56, 1,19).

3aTOB4, C/Ie MBPBUA MEKIMHEH aHAJIH3 NPOYYBAHETO € Pa3C/eneHo W NPOABKABA KATO OTBOPEHO,
¥ Ha MalldeHTHTe OT miauebo paMoTO € MO3BOJEHO Aa NMPEMHHAT Ha JIEWCHHE C JIETPO301 B
nponbiokeHde Ha 5 romuHd. Hap 60% oT MOAXOAAIUMTE MALMEHTH (6es 3abonsBaHe npH
pasclienaBaHeTo) M3OHpaT 1a PeMHHAT Ha Tepanust ¢ JIETPO30I. Kpaiinuar aHanu3 Brmo4sa 1 551
MEHH, TIPEMHHAH OT JieYeHHe ¢ nauebo KbM JICUEHHE C ICTPO30J 1IpH MEIHaHa 31 meceua (rpaHvuH
ot 12 no 106 meceua) cien MPUKIIOYBAHE Ha ailOBAHTHATA T€parnus C TaMOKcH(peH. MeanaHaTa Ha
NPOAB/HKMTEHOCT Ha JIEYEHHETO C JIETPO307 ClleJ, CMAHATA Ha TEpanuiATa ¢ 40 meceua.

Kpaifauat adHanus, NpPOBEASH TpHM MEAMaHa Ha MNpPOCICAABAHE 62 Meceua, TOTBbLPXKAABA
cHrHU(HKAHTHATA PellyKLHA Ha PUCKa OT peLuAKB Ha PaK Ha FbpJaTa MpH JIETPO30.1.

Ta6aaua 8 Ipexunsemoct Ges 3aGoasiBane H 00ma NpekKEBIEMOCT (Moagunduumpana ITT

noNnyJIALHS)
-
Meauana Ha npocaeasasaHe 28 Mmecena Meauana Ha npocaeaaBate 62 Mecena
Jlerpo3on Ilnauebo HR Jlerpo3on [Thauebo HR
N=2532 N=2536 (95% C[)2 N=2532 N=2586 (95% CI)Z
P value P value

— | —3 —_— ]
IIpexuBaeMoct He3 3abonnBane

CrOnTusA 92 (3.6%) 155 0.58 209 286 0.75
(6.0%) (0.45, 0.76) (8.1%) (11.1%) (0.63, 0.89)
0.00003
4-ropumHa DFS 94.4% 89.8% 04.4% 91.4%
IIpexunaemoct Ge3 s3abonsBane 3, BKJIIOYHTEJHO CMBbPT NOPAJH APYra NPpHYHHA
CoOHTys 122 (4.7%) 193 0.62 344 (13.3%) 402 0.39
(7.5%) (0.49, 0.78) (15.5%) (0.77, 1.03)
5-roaumna DFS 90.5% 80.8% 88.8% 86.7% |
Tlaneyny MeTacTasy
CpOurus 57 (2.2%) 93 (3.6%) 0.61 142 169 0.88
0.44, 0.84 3.5% 6.5% 0.70,1.10
0012 npeXHBAEMOCT
CMDBPTHH ciyuaH 51 (2.0%) 62 (2.4%) 0.82 236 (9.1%) 232 (9.0%) 1.13
(0.56, 1.19) (0.95, 1.36)
4 - - - - - - > ¢ 0.78
CMBPTHH ciy4yaH 236 170
(9.1%) 6.6%)  (0-64,0.96)

HR = KoeduuueHt Ha puck; CI = [loBepuTesieH HHTEPBA

' Korato npoy4BaHETo € pascnenexo npes 2003 r, 1 551 nauneHTH, paHIOMH3HPaHH B mnauebo pamoto (60% ot |
Te3H, NPU KOMTO MOXE J1a CE CMEHH TepanUATa, T.€. TAKHBA, KOHTO Ca 6e3 3abosBaHe ) IPEMHUHABAT KBM JIEYCHHE
¢ JIETPO30JT NpH MeHaHa 31 Mecella cel paHAOMH3aLMATA. HacTosiuaT aHaiau3 HTHOpHpa CeJICKTUBHATa CMAHA
Ha TepanusTa.
2 CrpaTuduKallds 1O PELEnTopeH CTaTyC, HOJANEH CTaTyC M HAIMYAC Ha 0P
XHMHOTEpanu.

3
IedvHULMS TI0 TPOTOKON 32 CHOMTHSA, CBBP3aHH € NPEKUBACMOCT 6e3 3abossBate:
HaJieyHU MeTacTa3H WM KOHTpaJIaTepasieH paK Ha rbpiarta.




4
EKcryiopaTHBEH aHAHK3, LEH3YpHpalll BpeMETO Ha NpOC/IeAABaHe KbM aTaTa Ha cMsAHa Ha TepanuaTa (aKo HMa

Takana) B Iutauedo pamMoTo.

5
Meauana Ha npociefsBaHe 62 meceua.

6
MeauaHa Ha Mpoc/ieAsBaHe 0 CMAHATA HA TepanuATa (ako MMa Takasa) 37 Mecena.

B MA-17 noanpoy4BaHeTo 3a KOCTHA fLTETHOCT, [IPH KOETO Ca Npuiarait eHOBPEMEHHO KaJLHH H
sutamud D, ce HaGmonasa no-roasmo HamaneHue Ha KMII crnpaMo H3XOQHOTO HHBO TPH NeTPO30
cnpsMo mnane6o. EAMHCTBEHaTa CTATHCTHUECKH 3HAYHMA pasiivKa BBL3HMKBA HA 2-paTa roflMHa 4 € B
obmara KMIT #a 6eapenara KocT (MeaHaHa Ha MOHIKCHHEC 3,8% 3a JIeTpo30a CnpAMO MEAUaHa Ha
noHmwxkenue 2,0% 3a nianedo).

B MA-17 noanpoy4BaHeTO 33 JHIHAHHA CTaTyC HAMA CHrHU()MKAHTHA pa3/iMKa MCKIY JIETPO30N H
rwianefo no orHoleH!e Ha OOIIKsA X0ecTeposi WIH OTACITHUTE JIMTIMIHH dpaxuuu.

B axkTyaqM3MpaHO NOANPOY4BAHE 33 KAu€CTBOTO Ha XKHBOT, HAMA CUrHU(PHKAHTHH PA3JIMK{d MEKIY
eyeHysTa [0 OTHOLIEHHE Ha CKOpa 3a (U3MUECKO CHCTOSHHE, CKOPa 32 NMCHXHYHO CBCTOAHHC HIIH B
usKoii ot ocHosHuTe ckopose oT SF-36 ckanara. B MENQOL ckanara, 3Ha4HTEIHO MOBEHC KECHHU OT
paMoTO Ha JIeTPO30J1, CIPAMO PaMOTO Ha rutane6o, ca No-NpHTeCHeHH (00O, Npes MbpBaTa roHHa OT
fe4YeHHeTo) OT CUMITTOMHUTE, POH3XOMAALUM OT MOTHCKAHETO Ha €CTPOreHHMTE — rOpellilH BLJIHH H
BaruHanHa cyxota. CUMITOMET, TPEBOXKELU Hali-MHOTO NAUKEHTH H B BETE TEPANCBTHHHM paMeHa, €
MYCKYAHH GONKHM, NPH CTATHCTHYECKH 3HAYMMa PayIHKa B 110132 Ha niianebo.

Heoaoweanumua mepanui

[IpoBeaeHO € ABOMHOCIANO M3MHTBAHE (P024) npu 337 xeHu B NOCTMEHOMAay3a ¢ pak Ha rbplaTa,
PaHIOMH3HpPaHH [1a TIPHEMAT WM JIETPO30]I 2,5 mg B MpOAb/KEHHE Ha 4 MeEcella MK TaMOKCH(EH B
npoxb/okenue Ha 4 Mecea. Ha H3XOHO HHBO BCHKH MALHCHTH €4 C Tymop B ctaauit T2-T4c, NO-2,
MO, ER wunu PgR-M03MTHBEH M HMTO €JHH OT MAUMCHTHTE HE € MPEHCHCH KaTo noaxondil 3a
CBXPAHABAILO I'bPAATa ONEPATHBHO JICUCHME. B3 OCHOBA Ha KIMHUYHATA OLEHKa € HabmoaaBaHO
oBEKTHBHO MOBIMABaHE NpH 55% OT MaLMEeHTHTE B paMOTO Ha JIETPO30JI, CIIPAMO 36% B paMOTO Ha
taMokcuden (P<0,001). Tasd HaxoAKa € MOTBbPACHA exorpacki (JieTpo30i1 35% crnpaMo TaMOKCH(EH
25%, P=0,04) 1 upe3 Mamorpadus (JeTposon 34% cnpamo TaMokcudeH 16%, P<0,001). Ilpu o010
45% OT NalMEeHTHTE B IPYNATA Ha JIeTPO30J crnpaMo 35% OT MauMeHTUTe OT IrpyIaTa Ha TaMOKCH(eH
(P=0,02) e npoBeneHO CHbXpaHABAUIO rbpAara OnepaTHBHO neuenue). ITo Bpeme Ha 4-MeceuHHA
peaONepaTHBEH MEPHOA Ha JICYEHHS TIpH 12% oT MauMeHTHTe, JeKyBaHH ¢ JieTposon H 17% oT
alLMEeHTHTe, JEKYBAaHH ¢ TAMOKCH(EH € YCTAHOBEHa NpOrpecui Ha 3a00MABAHETO MPH KIHHHYHA
OLICHKa.

II1LpBa JHHHA HA TEPANHA:
[IpoBeacHO € €AHO KOHTPOIHPAHO, ABOMHOCIATIO M3NMTBAHE 3a CPaBHEHHE HA JIETPO3OJ 2.5 mgc

Tamokcuder 20 mg Karo NbpBa JHHUA HA JICYCHHUE MPH JKCHH B NOCTMEHOMAY34 € paK Ha r'epAaTa B
nanpeguan cragui. [Tpu 907 sxeHH, n€TpO30N NPEBBIX0XKAA TamokcudeH No OTHOLICHHE Ha BPEMETO
110 mporpecuATa Ha 3aGonsasaneTo (IPBHYHA KpaHHa TouKa), 06mma obeKTUBEeH OTrOBOP, BPEMETO 10
TepaneBTHYEH HEYCTIEX W KIIHHHYHATA 110133,

Tesn peayaratH ca 06o6iiend B Tabauua 9.

Tabauna 9 Pe3yITATH NpH MeHAHA HA NpocieagBaHe 32 mecena
IIpoMenHBAa CraTucTHKA JleTpo3oau
n=4353
Bpeme ao nporpecus  CpeaHo 9.4 Mecena

(95% CI 3a meauanara) (8.9, 11.6 meceua)




IIpomennuBa CraTHCTHKA JleTp0o30. Tamoxcuden

n=453 n=454
Koebunment Ha puck (.72
(HR)
(95% CI 3a HR) (0.62, 0.83)
P <0.0001
YecToTA HA CR+PR 145 (32%) 05 (21%)
00eKTHBEH OTrOBOP
(ORR)
(95% CI 3a yecTOTa) (28, 36%) (17, 25%)
CBOTHOLUEHUE na 1.78
IIAHCOBETE
(95% Cl 3a (1.32, 2.40)
CHOTHOLLEHHE Ha
IIAHCOBETE)
P 0.0002

BpeMeTo 0 NPOTPecHATa € CHTHUGUKAHTHO NMO-ABJI0 H HECTOTaTa Ha TEPANCBTHHHO NOBJIHABAHE €
CHrHU(HUKAHTHO MO-BACOKA MPH ETPO30J1, HE3aBUCHMO OT TOBA, AAJH € TPHIIAraHa HIild HC aJlOBaHTHA
aHTHECTPOreHHa Tepanus. BpeMeTo 10 nporpecus Ha 326019BAHETO € CUrHUPUKAHTHO MO-ABJICO NPH
NIETPO30J1, HE3ABUCHMO OT OCHOBHATA JIOKAIM3ALMATA HA sabonaBaHeTro. MeaHaHaTa Ha BpEMETO 10
nporpechs € 12,1 Meceua npH JCTPO3ON H 6,4 Mecella npH TaMOKCH(EH MpPH MAlMCHTH CaMO CBC
1a6oNABaNe HA MEKWTE ThKaHH, ¥ MeaAnaHa 8,3 Mecella npH 1eTpo30a U 4,6 Meceua mpH TaMoKcH(eH
MpH MalMeHTH ¢ BUCLIEPATHH METACTa3H.

IMpu nporpecks Ha 3a0onsABaHETO AW3AHHBT Ha MPOYHBAHETO MO3BONIABA NpeMUHABAHE HA NAIMEHTUTE
Ha IpyraTa Tepanus WIW MpeKpaTdBaHe Ha Y4aCTHETO B MPOYHBAHETO. [Tpubnusurenso 30% ot
NaLMeHTHTE IPEMHUHABAT B APYTOTO TEPANEBTHYHO PaMo, KATO NPEMHUHABAHETO 3ABBPLUBA Ha NpaKTHKA
110 36 meceua. MeauaHaTa Ha BpEMETO [0 TIPCMHHABaHEe Ha JipyraTta TCpaliu € 17 mMeceua (0T NeTPO30J1
KbM TamokcudeRr) u 13 Mecena (OT TAMOKCH(EH KM NETPO30N).

[IpHIokeHHETO HA JIETPO30/ KaTo MbpBa JHHKA Ha JICUCHHE NIPH pak Ha Ibp/iaTa b HanpeaHan cTaaun
BOLM 1O MEJHAaHa Ha obulaTa npeXxuBieMocT 34 meceua CnpiaMo 30 mecelia 3a TamMokcHden (logrank
Tect P=0,53, necurnudukanTHO). JlHncaTa Ha NpeJUMCTBO 32 JICTPO30J [0 OTHOWICHHC Ha obLuara
[PEeAUBAEMOCT MOXKeE 3 Obae 0DACHEeHa C KPhCTOCAHHA AM3aMH Ha NpPOYYBaHETO.

Bropa JHHHY HA TepaNHA:
[IpoBenenu ca nse nofpe KOHTPONHpaHH KIMHWYHH M3NUTBAHHA 33 CPAaBHEHHE Ha IBe LO3H NETPO30JI

(0.5 mg M 2.5 mg)c MerecTpoJs aueTar ¥ aMHHOTITYTETHMHU]L CBOTBETHO, [PH KEHH B MOCTMEHOTay3a
C paK Ha I'bpAATa B HANpPEAHAN CTAAWH, IPEIH TOBA MOIIOKCHH Ha ICHEHHE € aHTHECTPOICHH.

BpemeTo 1o mporpecHs Ha 3a00/ABaHETO HE CE pasfiiuaBa 3HAUMTEIHO MEHY aeTpo3ona 2,5 mg
merectpod auerat (P=0.07). CTaTHCTH4ECKH 3HAUUMH Pa3THIHA Ca HafmoAaBaHH B NTOJI3a HA JIETPO30]I
2,5 mg B CpaBHEHUE C MEreCTPOJ aueTar B obius o6eKTHBEH TyMopeH oTroBop (24% crpamo 16%,
P=0.04), v BbB BpEMETO [0 HACTHIIBAHE Ha TEPANEBTUYHHA HEYCNEX (P=0.04). Ob1maTta npexUBIEMOCT
HE ce€ pa3idaBa 3HaYMMO B ABETE paMeHa. (P=0.2).

BB BTOPOTO M3MMTBaHe, CTENEHTA HAa OTTOBOP HE MOKA3Ba CTATHCTHYIECKHM 3HATMMA pa3/InKa MEXAY
neTpozon 2,5 mg W aMHHOTIYTETHMHI (P=0.06). Jletpo3on 2,5 mg MpeBB3X0KJAa CTATHCTHHCCKH
AMMHOIJIYTETHMMI, OTHOCHO BPEMETO A0 MpPOrpecHATa (P=0.008), BpemeTO 3a_JOSI4LaHC Ha
tepanepTuueH Heycnex (P=0.003) u obuaTa npexuBieMOCT (P=0.002). &“W No

Pak Ha repaaTa IpH MBXKE
Ynorpefara Ha JeTPo30 NPH MbXe C paK Ha rbpAaTa HE € Npoy4BaHa.




52 @apMaKoOKHHETHYHH CBOHCTBA

A6copbuuns
Jletpozon ce abcopbupa O®Bp30 H H3UAIO B CTOMAIHO-YPEBHHA TpakT (cpenHa abcomoTHA

6uonatuuHocT 99,9%). [IPHCHECTBHETO Ha XpaHa JIEKO NOHHXKABa cKkopocTTa Ha abcopOLHA (CPEAHO tmax
— | yac Ha rYIAJHO cnpAMO 2 Yaca ClIeA XpaHCHE; CPEaHO Crax = 129 + 20,3 nmol/l Ha rnaaHo CAPAMO
98,7 + 18,6 nmol/l cnen xpaHeHe), HO CTENEHTA Ha aGcopOuus (TUioliTa NOJ KpHBATA AUC) ocrtaBa
HenpoMeHeHa. He3HauuTeNnHOTO OTPKEHUE BBHPXY cTeneHTa Ha pe3opOuMs ce cyuTa 33 KIHHHYHO
He3HaUMO H CISIOBATENHO JIETPO3ON MOXe Ja ce NMPHEMa HE3aBHCUMO OT XpaHEHETO.

PasnpeneneHuc
CBbp3BaHETO HA NETPO30] ¢ MJIA3MEHHTE NPOTEHHH € npubnuzutento 60%, NpeaAUMHO C anOyMHH

(55%). KoHLeHTpauuaTa Ha JIeTpo30] B epurpounTHTe € okono 80% OT TasM B TUIasMaTa. Cnen
ApWiaraHeTo Ha MapkupaH 2,5 mg C" nerposon, mpubnusutento 82% OT palMOaKTHBHOCTTA B
[U1a3MATa Cé AB/KH Ha HENMPOMEHEHO BCLICCTBO. CnenosatenHo, eexTHBHaTa KOHUCHTpPaUHA Ha
MeTaGoIUTHTE € HUCKA. JIeTpo30n ce pa3npeae/a B TEBKAHUTE GBP30 U EKCTEH3UBHO. IIpUBHAHNAT obeM
Ha pasnpeae/eHHe B paBHOBECHO CHCTOAHHE € OKONO 1,87 + 0,47 Ukg.

buorpancdopmaLis

OCHOBHHMAT MbT Ha EJMMHMHHMpAHE Ha JIETPO3O]d € MeTaBONHTHHA KIHPBHC A0 (PapMakoJOrH4HO
neakTMBeH kapbunonoB MeTabonuT (Clm = 2,1 I/h), HO ToM € OTHOCHMTENHO OaBeH B CPaBHCHME C
KpBLBHMS TIOTOK Npe3 YepHHA npo6 (okono 90 I/h). YcTaHOBEHO €, € H30CHIUMUTC 3A4 1 2A6 Ha
uutoxpoM P450 ca crmoco0HM Na KOHBEPTHPAT JETPO3OT B Heropus mertabonur. GOpMHPAHETO Ha
BTOPOCTENEHHH HEMACHTHPUUMPAHH MeTaGONUTH ¥ AupekTHaTa ObOpeuHa ¥ QexanHa eKCKpelus
UrpasT HECBHLIECTBCHA POt B oBLIOTO EMHMHHHPAHE Ha NETPo3on. B paMkuTe Ha ABE CCAMHIM CIICA
MIPHIOKEHUETO NIPH 3paBH MEHONAY3ATIHH noOpoBONKM Ha 2,5 mg JIeTpo30J1, MapKHpaH € C! 88,2 +
7.6% OT paJlMOAKTHBHOCTTA € YCTAHOBCHA B ypHHATA H 3.8 + 0,9% poB (exanuure. Haid-manko 75% oTt
pafMOAKTHBHOCTTA, YCTAHOBCHA B ypHHATa 32 nepuoa ao 216 uaca (84,7 + 7.8% ot po3ara), c€
MPUNUCBA HA TMIOKYPOHHA Ha KApOMHONOBHA METabOJHT, OKOMO Q% — Ha JABa HeWIeHTH(HLMpaHH
meTabonuta ¥ 6% — Ha HENPOMEHEHHS NETPO30J1.

[TpUBHAHUAT TEPMHHATICH NOTYKHBOT B masmarta e okono 2 AHu. Cnen npuiarale Ha 2,5 mg AHEeBHA
1033 HHBATA B CTALIHOHAPHO CHCTOAHHE C€ NOCTHIAT CIICA 2 no 6 ceaMuLH. [InazMeHHTe KOHUEHTPaUHH
B CTALHOHAPHO CBHCTOAHHE Ca NpUOAH3ATENTHO 7 [TbTH M0-BUCOKHM OT KOHLIEHTPALMHTE, HIMEPEHH CIICA
npUeMaHe Ha eIMHWU4HA 1032 OT 2.5 mg, HO ca caM0 1,5 i0 2 IMBETH MO-BHCOKH OT CTOMHOCTHTE B
CTALMOHAPHO CBLCTOAHHME, OYaKBaHH IpH KOHLIGHTPALMUTE, U3MEPEHH CAeA eAvHK'YHa 1034, KOETO
noxassa cliaba HeJIMHEHHOCT BhB (papMaKOKUHETHKATA Ha JIETPO30] MpH MpiaraHe Ha JHEBHa 103a OT
2.5 mg. Twit KaTO HUBATA B CTALHOHAPHO CHCTOAHME ce 3anas3Batr BbB BpPEMETO, MOXe Jla C€ 3aKJIKOUH,
ye HAMA MPOIL/DKUTEIHO KyMYAHpaHe Ha JACTPO30JI.

CneuyanHy nomyaauyy

Cmapuecka év3pacm
Br3pacTra He OKa3Ba BIMAHUE BBPXY (apMaKOKMHETHKATA Ha JIETPO30JI.

Bwbpeuno yepexcoane
B y3nuTBaHe, BKIIOYBAIIO 19 A0OpOBOLM ¢ pasnyyHa CTCNCH Ha 3aCATaHC Ha OBpOpeuHaTa QyHKLUA
(24-uacoB KPEATHHHHOB KITHPBHC 9-116 ml/min) He e ycTaHoBeH eeKT BbpXy $apMaKOKHHETHKATA HA
NeTpo30i clieA eAHHHYHA 032 OT 2,5 mg.

YeprodpobHo yepexcoane

B noxo6HO K3MMTBaHE, BKIIOUBALIO CYOEKTH C palfHiHa CTEneH Ha 3aco i:
GyHKIHA, CPEAHKTE CTOHHOCTH Ha AUC Ha n1o0poBonUnTe ¢ YMEPEHO HEPHO!L F o
B rio Child-Pugh) ca ¢ 37% 1o-BUCOKH B CPABHEHHE CBC 31PABH cybexTH, HoB
HaOmoJaBaHK TNpH cybekTH ¢ HOpPMAaliHa yepHonpoOHa ¢yHkuus. B
(apMakOKHHETHKATa Ha JIETPO30N CNICA eMHHYHA Nepopana 1033 MPH OCeN
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LIHpo3a Ha 4epHHs apo6 M Texko yepHoapoGHo yepexiane (Knac C mo Child-Pugh) cee 3apasu
nobposonun (N=8), AUC u ti2 ce ysennuasar croTBeTHO A0 95 M 187%. Ilopaau Tasu npuyHHA
netpo3on TpAGBa Aa Ce NpHiara ¢ NOBUUIEHO BHUMAHWE DU MALMEHTH C TEXKO YEPHOAPOOHO
yBpEXJaHe U CJIEA MpeLeHKa Ha ChOTHOLIEHHETO MOJI3a/PHCK 33 BCEKH OTAEEH MalHEHT.

53 IIpeakJIHHNYHH JRHHH 32 0€30NACHOCT

[IpH pasnuuHH{ NPEOKIHHHYHH NPOYyYBaHHA 3a 5€30MMacCHOCT, MPOBEAEHH ChC CTaHAAPTHH JKHBOTHHCKM
BUAOBE, HAMa JaHHH 33 CHCTEMHA WIHM TapreTHa OpraHHa TOKCHYHOCT.

JleTpo301 NOKA3Ba HMCKA CTENEH Ha OCTPa TOKCHYHOCT MpH rpu3aul, npuemaud 10 2000 mg/kg. Hpu
Ky4eTa J1eTpo30J NPHYMHABa NPU3HALM Ha yMepeHa TOKCHUHOCT npu ao3a 100 mg/kg.

[Tpy npoyuBaHHs 32 TOKCHYHOCT NPH ILTLXOBE H KyYeTa C NMOBTapALIH C€ 103U C NPOABIDKHTEIHOCT 10
12 Mecelia, OCHOBHMTE Hab/1101aBaHH NMPOSBK MOTAT J1a ¢€ NPUIMHUIIAT Ha $HapMakOIOrHYHOTO OCHCTBHE
Ha JIeKapCTBEHOTO BeinecTBO. JJ03MpOBKATa, NIPH KOATO HAMA HEXXC/IAHK PEaKUWH M MPH [BaTa BHAA, €

0,3 mg/kg.

[IpoyuBaHuATa In Vitro u in vivo 3a MyTar¢HeH NOTEHIHAN Ha JIETPO30J1 HE pa3sKpHBaT HHAHWKALHH 34
r€HOTOKCHYHOCT.

[Ipu 104 cegMMYHO NpPOyuYBaHE 3a KAHLEPOreHHOCT NpPH TUIbXOBE, HE Ca YCTAHOBEHH CBBP3aHH C
JIEYEHUETO TYMOPH NPH MBXKKH ru1bXoBe. [IpH xxeHCKKTeE IUIbX0BE € YCTAHOBEeHA MOHHKEHA YE€CTOTa Ha
RoOpoKaYeCTBEHUTE M OKAYCCTBEHM TYMOPH Ha MI€YHATa >Jie3a NMpH BCHYKKH JO3HPOBKH Ha
TIETPO30II.

Jerpozon e eMEpruoTOKCHYEH M PeTOTOKCHUYEH NPH OPEMEHHH ILUTBXORE H 3L €]l IEPOPANICH NIPHEM
Ha KJIHHUYHO 3HAYUMH 103H. [Ipu mabxoBere ¢ XKuBH deTycH ce Habn0AaBa MOBHLUEHA 4€CTOTa Ha
dberanHu MandopMaliiy, BKIIOYHTENHO KynoaoobpasHa riaBa M LepBHKanHa/UeHTpaiHa BepTebpana
dy3ua. He ce HaGmoaasa noBHILICHa 4ecTOTa HA QeTannu MaldopmMauuu npu 3aiiuy. He e u3BecTHO
a4 TOBA € MHAMPEKTHO CNEeACTBHE OT (PapMaKoIOTHYHHTE cBOHCTBa (MHXMOMpaHe Ha CHHTe3aTa Ha
eCTPONeHH) WK AUPEKTEH eeKT Ha JIEKapCTBOTO (BXK. TOUKH 4.3 H 4.6).

[TpeaKkTHHUYHKATE HAOMONCHHUA CA OTPAHMYCHH N0 TE3H, CBBP3aHU C M3BECTHOTO (PapMaKOIOTHYHO
neiicTBHE, KOETO EAHHCTBEHOTO CHOOpakeHH e 32 6€30MaCHOCT MPH XOpa, H3BNCYEHO OT NPOyYBaHUATA
Ha >KMBOTHH.

6. @®APMAIEBTUYHH JAHHU

6.1 CnuchK HA TOMOINHHATE BelHEeCTBA

Agpo:

JlakTo3a MOHOXHApAT

KpockapMesno3a HaTpHH

[Topumon K-29/32

CUnuuueB JMOKCHI, KOJIOHAEH O0e3BO/ICH
MarHe3ues cTeapart

QOUIMOBO NOKPHTHE:
Onanpaii xsiro 03B82401

62 HechBMecTEMOCTH

Henpunoxumo.




6.3 Cpox Ha rogHoOCT
3 rOAMHH.
6.4 ChnensaiHH YCAOBHA HA ChXpAHEHHE

Ila ce cbXpaHABa B OPUrMHAIHA OTIAKOBKA, 32 a Ce NPeAnasH OT Biara.
Jla ce cpXpaHsIBa Ha MACTO, HEJOCTHIHO 3a AeLA.

6.5 BuaH chILPKAHHE HA ONAKOBKATA

Baucrepu ot Alu-PVC/PE/PVAC, ceabpxainu 10 Gunmupani TabNETKH.
Besika onakoska cpabpika 30 Tabnerku (3 baucrepa).

6.6 CrnenuajHu npeAna3sHH MEPKH NPH HIXBbPJAAHE

HaMa cnelMaidyd H3UCKBaHHA.

7. [IPUTEXATEJ HA PA3SPEIIIEHHETO 3A YIIOTPEBA
Heo Bankanuka EQO/J]

yi. ,,3emasHe” Ne 35

Codusa 1618

brarapus

8. HOMEP(A) HA PA3ZPEILIEHHUETO 3A YIIOTPEDBA

Per. Neo

9. IATA HA THbPBOTO PA3ZPEIIABAHE/MIOAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha NBPBO pa3pellaBaHe:.
HNaTta Ha MOCIEAHO MOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2024




