KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

W3NENHWTENRHA ATEHUWA no NEKAPCTBATA
1. MME HA JEKAPCTBEHUA ITPOJAYKT | Kpamxa xapaxmepucimuna Ha npogyiana - L - [puroxenrie 1

000 59 9
Honsasgexc 10 mg dpunmupanu Tabrerkn Kem Pes. Ne .. /?ﬂ

- 74 4
Nolvadex 10 mg film-coated tablets ‘;:meweHue e A 4 / ;7 W f7 /p JA

-------------------------------------------------------

2. KAYUECTBEH M KOJIMMECTBEH ChCTAB  .Cgofperue Ne q/‘.

ol -+
Tamoxkcudenos nutpar Ph. Eur. 15,2 mg, ekpupanenren Ha 10 mg raMokcudeH (tamoxifen).
TToMOIHO BELIECTBO ¢ HABECTHO AelCTRrS: naKTO3a,
3a IEIHUA CIUCHK HA MOMOLIHHUTE BELIECTRA BHXTE TOUKA 6.1.

3. TIEKAPCTBEHA ®OPMA
dunmupana TabneTra

Benw 0 cBETIO KpeMaBH, KPBIJH, IBORHOM3MBKAANH Ta0MeTKH, MAPKAPAHHA OT SIHATA CTPAHA H
Ge3 MapKHpOBKA OT APYraTA.

4. KIMHUYHHA JAHHU
4.1 TepaneBTHYHH NOKAIAHAN
Honeagekc e nokasaH 3a Ne4YeHHe Ha KapuHHOM HA rbpaarta.

4.2 1039poBKa B HAYHH HA NPHJIGKeHHE

goanpoalca

Buapacmuu

IpenoprusaHaTa qHeBHA A03a TaMokcH(er e 20 mg. OnuTHT C 110-BACOKH JO3H HE €
IEMOHCTPUPAN AOIBIHHTENHA 110134 XaT0 3a0aBeH pelMIHB HH MOBHIICHA NPEKHBIEMOCT.
Hsama comecTsenn gaHHY 34 Nedenue ¢ 30 — 40 mg OHeBHO, BBIPEKH, € TE3H A03HPOBKY Ca
H3IIOI3BaHH MPH HAKOH MALHEHTKH C RanpeaHan cTaanii Ha Oomectra.

Hauuenmu B crapHeckd ev3pacm
IlonoGen pexxHM Ha AO3APAHE € NpHAAraH NPy NALHEHTKH ¢ KAPIMHOM Ha MbpAaTa B HanpeaHana
BB3PAcT, KaTO MPH HAKOK OT TE3H NAlUEHTKH TOBa € (113 eIHHCTBEHATA TEPAlHs.

Heduampuuna nonynayus

He ce npenoprya npunoxenueto Ha Honsaneke npH Aena, Teit karo 6€30MaCHOCTTA H
e()MKacHOCTTA He Ca yCTAHOBECHH.

Hauyus Ha npuaoxkeHne
3a nepopanno NPUIOKEHHE.

4.3 IlpoTHRONOKA3aAHES




Honeanexc ne Tpabpa na ce mpuiara no Bpeme Ha 6pementoct. Mma Manek Opoii cuobuwienns 3a
CIIOHTaHHH ab0pTH, BpoAcHH ManthopMauny U detanHa CMBPT [IPH XKEHH, JIEKY BaHH €
Honeaagekc, BbOpekd Y€ NpHYHHHO-CIENCTBEHA BPb3KA HE € YCTaHoBeHa (K. M TO4kad 4.6).

Honpaaekc ne TpHGBa C€a CC IIpHEMa OT MAHCHTH C H3BECTHA CBPLXUYBCTBHTENIHOCT KbM
NPpOAYKTA HITH HAKOC OT NOMOLIHHTE BELICCTBRA.

4.4 CnenuaJny npeaynpexaeHns H COeMHATHH NPeNa3HH MepPKH NpH ynorpeda

Ilpu 4act oT KenuTe Npend MeHonay:a, nony4asaiwd Honpaneke 3a jieyeHHe Ha KapILMHOM Ha
rbpAATa, Ce NOTHCKA MEHCTPY ALHATA.

ITpu neuenune c HonBazgekc ce choblapa 3a NoBHIIEHA YECTOTA HA PAK HA EHAOMETPHYMA H
MaTO4YeH capKoM (MpelMMHO CMECeHH 310KkaqecTBeHH MIoIepoBy Ty MOpH). MexaHu3MbT Ha
BB3HHKBAHCTO UM € HeH3BECTEeH, HO MOe O e CEbP3aH ¢ CCTPOreHHOo oNo0HHTE CROICTEA HA
Honeaneke. TaumeHTKHTE, KOMTO NMpUeMaT WK ca npuemand Honpagexke W 3a Tax ca SOKIAlBaHH
HEECTECTBEHH THHEKONMOTHYHH CHMIITOMH, OCOOEHO BarHHAIHO KbPBEHE, HAPYLICHHE HA
MEHCTPYAJIHMS LHKDBJ, yCEellaHe 3a BArMHAIHA TeXecT H G0JIKH B Taza WIIH HampexeHHe Tpadpa
HezabaBHO 1a OBIAT Nperieaann.

Ilpu KNHHHYHUTE HIMUTBAHKA, CEA JeYeHHe HA NALHEHTKATA C TAMOKCH()EH [10 [IOBOJ
KapLHHOM HA MbPAATA, ca HAGNIOAABAHYM HAKOH BTOPHYHH TYMOPH, MOABABALUH CE HA JPYTH
MecTa OCBEH B CHAOMETPHYMA M Apyrara rkpid. He ¢ ycraHoBeHa NpHYMHHO-CIeCTBEHA BPB3Ka
H KJIMHAYHOTO 3HAYEHUE HA Te3M HADIOAeHUS HE € ACHO.

Benosen tpomboeMbonH3eM

e PuckbT oT BeHO3eH TpoMO0eMBOITHIEM ce e MOBHIUKI OT ABa IO TPH ITbTH [IPH 3APaBH
HNaUHCHTKH JISKyBaHH C TAMOKCH(eH (BX. Touka 4.8).

e [lpu nanuceane Ha Honpagekc nekapute TpabBa BHUMATEHO 14 PA3MTEAT 34 HANHYHE Ha
cemelina ofpeMereHOCT ¢ BeHO3eH TpoMO0eMO0INIBbM. AKO UMA CHMHEHHS 32
NpOTPOMOOTHUEH PHCK, IAllHEHTUTE TpAOBa 12 ObaaT CKPHHEPAHH 3a TPOMOO(UIHY
draxropu. [lauuedTH, YHHTO pe3yNTaTH ca NOZUTHBHU TpabBa na Obaat KOHCYNTHPAHH BB
BPB3Ka ¢ TPOMBOTHYHMS PHCK, PemenueTo 3a npunarade Ha TaMoKcudeH NpH Te3d IaUHEeHTH
TpsAbBa Aa ce cbo0pa3y ¢ UAJOCTHUS pUCK 3a nauuenTa. [lpu onpeleneHu nalnesTH
eAHOBpeMeHHaTa ynoTpedara Ha TaMOoKcH e ¢ MPoMHIAKTHYHA AHTHKOAlY IAHTHA Tepanus
Moxe ia Obge onpasaana (Bx. Touka 4.5).

s  Puckwr o1 BTE ce noeuiiasa npu Texka dhopMa Ha 33TAbCTABAHE, C HANPEABAHE HA
BB3PACTTA H BCHYKH APYrH pucKoBH daxtopu 3a BTE. PucksT v nonsute 1padsa aa Gbaar
B3€TH M0J] BHEMAHHE TIPH fCuyky MALHEHTH IPEAN JedeHue ¢ TaMoKcHpeH. T1pH mauHeHTKH
C KapUHHOM Ha I'bp/aTa PUCKBT € MOBUIUEH H OT ChIThTCTBRALIA XHMHOTEPAHA (BXK.

Touka 4.5). [lpogbipKATeIHA aHTHKOAry IAHTHA poduIakTHKA MOXeE 1a Ob/le onpasJaHa 3a
HAKOH ITAUMEHTKH, KOMTO ca ¢ MHOKeCTBO pHcKoBH (akTopu 3a BTE.

s Onepauns v o0e3ABIKBAHE; TEYEHUETO C TaMoKcH(eH TpROBa na Obje [IPEY CTAHOKEHO CAMO
AKO PUCKBT OT TAMOKCH(EH HHAYLMpaHa TpoMDO03a ICHO HAAXBLPIIA DUCKA OT IPEKbCBAHE HA
neveHHeTo. BCHukH nauuenTH TpAOBa Ja [10IyJYaT NOAXOIM1a Tepanus 3a NpoQUIIaKTHKA Ha
TpoMb03a, KOATO 12 BK/IKOUBA KOMIPECHBHH HOPAnH No BpeMe HA GOMHUYHHA OPEcTOl, no
Bb3MOKHOCT PaHHO pPa3[BHKBAHE H AHTUKOArY IAHTHO NEYEHHE, ”;%“\}/T H:_jx:\

¢ Ao ce gabmopnasa BTE, tamokcuden tpadsa na Obae ne3abaBHo NpeycTaHOBEH H,;xﬁ (( : —»1'2{23__
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¢ TaMOKCH(eH TpAOBA a ce B3eME CNE OUSHKA Ha IAJIOCTHUA PUCK 3a nauueuta. [Ipu
OIpEAeeHH [AUHEHTH € ONPABAAHO TPOAB/DKABALLO JCYEHHE ¢ TAMOKCH(EH H
nponbxnTenHa npodunaktuka Ha BTE.

¢ Bceuukn nauuentd tpabBa 1a 6b4T TOCHBETBAHM 4 CE CEB[IKAT C NEKyBalLlHs CH JISKApD, 4K
3alenexxar cuMoTomu Ha BTE.

[Ipu KbhCHA MHKPOXHPYPIrHiHA PCKOHCTPYKLKHA HA 'bPAA Honpaaekc MOXKE Aa NOBUIUH pHCKa OT
MHUKPOBACKYJ1apHH YCIOXHEHHS Ha [IPUCAAKATA.

B e1HO HEKOHTPONUPAHO IPOYUBAHE NpH 28 MOMMYETA HA BB3pacT oT 2 1o 10 roauHu cbe
curppom Ha McCune Albright (MAS), kouro ca nonyuaBani Tamoxcien 20 mg Beaubx
JHEBHO B MpOAB/DKEHUE HA 12 Mecena, cpelHusT 00eM HA MATKATA CE € YBENUUMII Cejl 6 Mecela
NeYeHHE W Ce € YABOH/ B Kpas Ha €HOroJHUIHOTO NpoyuBaHe. Bblpeky, ue Te3n JaHH
CHOTBETCTBAT Ha (hapMaKOIHHAMHYHHTE CBOMCTBA Ha TaMoxcuden, He e Ouna ycranoseHa
NPHYHHHO-CHEACTBEHA Bph3ka (B, Touka 5.1).

B surepatypara e gokasato, e 6asuure CYP2D6 MeTabonuzaTops HMAT MOHHMKEHO I1IA3MEHO
HHBO HA eHAOKCH(DEH, eAHH OT Half-BRXKHHTE aKTHBHU MeTabOIUTH HAa TAaMOKCH(EH (Bk.
To4ka 5.2).

EAHOBPEMEHHOTO NPHIOKEHHE ¢ NeKapcTsa, KoUTo HExuOupar CYP2D6, Moxe na noseae 1o
HaMAJIEHH KOHLEHTPAUWH HA AKTUBHUA MeTadonut edaokcuded. [lopaau ToBa, MOIIHKTE
unxubutopu Ha CYP2D6 (Hanp. napokceTuH, Q/IyOKCETHH, XHHHIHH, LHHAKAIIET MITH
SynponuoH) TpaGBa Aa ce n3BArBaT, KOraTo € Bb3MOXKHO, 10 BpEMe HA eYeHHE ¢ TAMOKCH(EH
(Bx. Touka 4.5 u 5.2).

Honpanekc cbabpaa naxkro3a. [lauMenT ¢ peaxu HacneAcTBEHH 3a001ABAHUS KATO
HEIIOHOCHMOCT KbM I'aJIAKTO34, Lapp JNAKTA3HA HEAOCTATEYHOCT HIIH I'MEKO30 raldKTo3ina
manabcopbuus He TpAOBA Ja NPHEMAT TOBA NEKAPCTBO.

4.5 BaaumogeHcTEHS ¢ JPYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aUMoaeHCTBHE

Koraro Honsageke ce npusiara B KOMOMHALMSA ¢ KYMAPHHOBH AHTHKOACY TAHTH,
AHTHKOATY TaHTHOTO AeHCTBHE MOXKE Aa C¢ 3aciay 3HaunTenHo. [1py eqHoBpeMenHa ynorpeda Ha
TaKHBa NpefaparH ¢e NPENopPbyYBa BHUMATENHO HAGIONEHHE HA [TAUHEHTKHTE.

Koraro Honeajekc ce H3noi3Ba B KoMOHHALIMA ¢ UNTOTOKCHYHH Ar€HTH, ChLUIECTBYBA [IOBHILIEH
PHCK OT Bb3HHKBAHe Ha TPOMOOeMOOIHYHH HHIMACHTH (BXk. U Touka 4.8).

[punoxkenueto Ha TaMokcudieH B KOMDMHAUMA ¢ ApoMaTa3ed HHXHOUTOP KaTo aJlOBaHTHA
Tepanus He € noKa3ano nonobpasaHe Ha e(UKACHOCTTA B CPABHEHHE ChC CAMOCTORTEIHOTO
HPUIOKEHHE HA TAMOKCHGeH.

Twii kato Honeagekc ce merabonuzupa ot uutoxpom P450 3A4, neolX0AMMO € BHHMAaHUE,
KOraTto Toif ce mpunara eTHOBPEMEHHO ¢ JIEKAPCTBA KaTO PUPaMIIMIKHE, 33 KOHTO CE 3Hae, 4e
HHYUHPAT TO3H S€H3IMM H HHBATA HA TaMOKCU(EH ce NoHMXkaBaT. KnMHHYHOTO 3Ha4eHHE HA TOBA
NOHHKEHHE HE € HACAEABAHO.

®apmakoKHHETHHHH B3auMoeicTBS ¢ HHXHOMTOPH Ha CYP2D6, npu kouto ¢ HaOmoaagapa- —.
peAyKUHS Ha NIA3MEHATE HABA HAa AKTHBHHA MeTaboNuT Ha TaMOKCHGEH — 4- xydroxy N/ q\%\x. ﬂ i
desmethyltamoxifen (eHaokcHdeH) ca choOLIABAHM B THTEPATYPATA.
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B nutepatypara ce chobiasa 3a GapMakOKHHETHNHO B3aHMOAeHCTBHE ¢ MHXMOMTOPH Ha
CYP2D6, poaewio 10 65-75% HamaneHue Ha IINa3MEHHTE HHBA HA €1HA OT M0-aKTUBHUTE (GOpMH
Ha JCKAPCTBOTO, T.€. CHAOKCH(EH. B HAKOM KIMHUYHHU H3MTHTBAHHA Ce CboOLIABA 32 HaMaleHa
eduxacrocT Ha TamokcudeH npu exHoBpeMenHa ynorpeda ¢ Haxou SSRI aHTHACOPECAHTH
(Hamp. napokceTuH). Thit KATO He MOXKE 1a Ce H3KIIOYM HaManeH edekT Ha TamokcHdeH,
€THOBPEMEHHOTO MPHIIOKEHHE ¢ MOLLHK nHXUGHTOpH HA CYP2D6 (Hanp. napokceTHH,

Iy OKCeTHH, XHHHHH, LMHAKAIUET Wid OyMPOMHOH) TpAOBa aa ce H30ArBa, KOraro € Bb3MOXHO
(Bk. Touka 4.4 u 5.2).

4.6 OepTHaINTET, OPEMEHHOCT H KEPMEHe

BpemeHHoOCT.
Honsazgekc He Tpsi0Ba a ce mpunara no BpeMe Ha OpemennocT. MMa Maibk 6poi ceobmenns 3a

CIIOHTdHHH aﬁOpTH, BpOOEHH MaﬂcbopMauuH H (bETEUIHa CMDBPT [PH XKCHH, JIEKYBAHH C
HOI[BEII[EKC, BBIIPEKH Y€ HE € Ouna YCTaHOBEHA NPHYHHHO-CACACTBCHA BPh3Ka,

PenpOIlYKTHEHHTC TOKCHKONOTHYHH H3C/ICABaHUA IIPH ILTLXOEBC, 3aiily v MﬂﬁMyHH HE Ca
NIoKa3anu TCpaTOrcHEH MOTCHUMA.

[pu MofenvpaHe HA pa3sBUTHETO HA PeTaNHUA peApOLYKTHBEH TPAKT BbDXY IPU3aYH,
DPHIAraHeTO HAa TAMOKCH(CH ce CBbP3Ba C [IPOMEHH, 0L00HH HA NPOMEHHTE, IPHUHHEHH OT
€CTPaAHOI, eTHHHIIeCTpatHo, kioMapen 1 nuetuncrinbectpon (DES). Bonpexs ye
KJIHHHYHOTO 3HAYCHHE Ha T3 [IPOMEHH € HCH3BECTHO, HAKOM OT THX, 0co0eHO BarHHanHaTa
aneHo3a, ca Mofgo0HH HA NPOMEHMTE, HAOMIOAABAHH B MNIA/1H XEHH, KOUTO ca OH/IM H3N0KEHH HA
Aeiicteuero Ha DES i utero n npu kouro uma puck 1:1 000 ot passuTie HA CBETIOKNETHYEH
KAPLMHOM HA BAArA/HILETO HIIH Ha WHiikaTa Ha maTkaTa. CamMo MansK Opoit OpeMeHHY KEeHM ca
OuiM H3OKeHH Ha felicTBreTo Ha TamokcH(en. He ce chofimasa 3a mocneapawia BarnHalHa
a7eH03a WU CBETJIOK/IETHYEH KAPLIMHOM HA BIATaNUIIETO H/IH HA IIMHAKATA HA MATKATA [IPH
MITIH ¥EHH, KOHTO ca OMIIM H3N0MkEHH in utero Ha AeHCTBUETO HA TAMOKCHGEH.

HKenure TpaOBa Q4 ce ChBETBAT 14 He 3abpeMenspar nokaTo ynoTpeGasat HolBaleke U 10 AEBET
MECELa CNIe/] TPEKPATARAHE HA JEYEHHETO W AKO Ca CeKCYalHO aKTHBHH, TPAOBA 12 H3MOI3BaT
OapiepHU HIT APYCH HEXOPMOHANHH KOHTPAeNTHBHH MeToAM. [launeHTkiTe B TpeIMEHOoNay3a
Tpsa0Ba Aa CE NPEricH AT BHUMATEIIHO, 3a 12 ¢ H3KmouH OpeMenHocT. Tpabea na ce mpeueHasa
[IOTEHUMATHUA PUCK 33 [10/13, AKO KeHuTe 3a0peMeHeaT nokato ynorpedsasar Honsageke WM 10
JNEBET MeceLa CNel NPeKpaTaBaHe Ha NeYEHHETO.

KopMmene
He e u3apecTHO nanu HorBanekc ce eKCKpeTHpa B KbpPMATa U [T0pall TOBA HE Ce NpenopbhyBa

yﬂDTpeGaTa Ha JICKApCTBOTO 10 BpEME Ha KEPMCHC., Hpu pewmaBaHe AAIH a €€ [IPCKLCHE
KbPMCHETO HIIH 1A C€ [PEYCTAaHOBH JICHCHHUETO C Honrageic TpSIﬁBa Ad Ce B3eMe npcaBuj
3Ha4Y€HHETO HA JICKAPCTBOTO 34 mMalikaTa.

4.7 Ebekrn Bopxy cnocofnoerra 3a wodupane B patora ¢ mawunn

Mauiko BeposTHO e HonBajeke a Hapylun cnocoGHOCTTa Ha manuMeHTHTe Ja wodupar uau na
paBoTaT ¢ MawkHH. Benpeku ToBa uMa chobiienns 3a ymopa npu ynotpedara na Honsajgeken e
HEODXOHMO MOBHIIEHO BHIMAHHE MO BpEME Ha HIodHpaHe Hnu npu padoTa ¢ Mamum;y 49«3}6 ji 0 P,
TE31 CHMITOMH NPOXbIKABAT. S

4,8 Hexcenanu nekapcreenn peakuHi
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TabauyeH CIHChK HA HEKENAHKHTE PEAKIIMHA

OcBeH aKo He e YKa3aHO JIpYro, CeJHHTE KATErOPHH UECTOTH ca U3YHCIeHY oT Opod Ha
HexeNnaHuTe cChOUTHS, ChOGUIEHH NPH SAHO FONAMO KNHHIUHO u3nuTBaHe ¢asa [Il, nposeneno
npH 9 366 nalMeHTKH B NOCTMEHONAay3a ¢ onepaduiieH pak Ha rbpAara, JISKYBaHH B
[IPOABL/UKCHHE HA 5 FOAMHH, KATO HE € B3eTa [IPEIBHI YECTOTATA B IPYIIATa ChC CPABHHTENHOTO
JieyeHHe Ui MHEHHETO HA H3CIEA0BATENS OTHOCHO BPB3KATA ¢ HIMUTBAHOTO J1EKAPCTBO (OCBEH
4KO HE € YKa3aHo Apyro).

Hexxenanute peaxuun ce KnacHHUHPAT O YECTOTA H CHCTEMO-0praHeH Kiac. Kareropuure no
HecTOTa ce AeHHUPAT N0 CNEIHATA KOHBEHUMA: MHOrO decTH (>1/10), yectu (>1/100 no <1/10),
HedectH (>1/1 000 go <1/100), peaku (>1/10 000 no <1/1 000), muoro peaxu (<1/10 000), ¢
HEH3BECTHA YECTOTA (OT HAJIMYHKTE JAHHH HE MOXKe 1a ObJie HApaBeHa OUEHKA).

Tabnanoa 1: Hemxenanu peakiHH [0 YECTOTA H CHCTEMO-0PIAHEH KJIAC

CHCcTeMo-0prases Kiac Yecro1a HA HEMKETAHHTE PEAKIHH
Hexenana peakuus

CToMAlIHO-YPEBHH HAPYIICHHA

[aneHe MHoro 4ectd
[loBpbluate Yectn
Huapus Hectn

Janek YecTH
[laHKpeaTuT Heuectu
Metaboau3bM 1 Xpanene

JaapbiKKa HA TEYHOCTH MHOro uecTH
XunepkanuueMus (IpH NaUMeHTH ¢ KOCTHH Heuectu
METACTa3un)

Brinpon3soanTeina CHCTEMA H LpAA

BaruHanHo KbpBeHe MHoro yectd
BaruHanHo TeuyeHue MHoro yecTH
CrhpOeix Ha BynBara Hecru
[TpoMeHH Ha €HAOMETPUYMA (BKIIOUHTEIHO YectH
XHOEPIIAZMS H [TOJTAITH)

Exnaomerpunoza® Penku
KucTosHo yBenuyenue Ha situHHuuTe® Penxu
BarudajH noaung Penxu

Koxa » noaKoXKHa ThKAaH

Koxex obpus MHoro yectH
AJoneuus Yectn
Anrnoegem Penku
Cunapom Ha CTuBbHC-JKOHCHH Peaxu
KoxeH BacKyauT” Peaxu
bynosen mempurona? Penxu
EpureMa MyntHiopMe® Penxu
Koxen nynyc eputemarosyc’ MHoro peakun
Cba0BH

["opellld BBJAHU MHoro uectd
Of1IH HADYIWIEHHS H HAPYLIEHHA HA MACTOTO




HA NPHJIOKCHHE

Ymopa MHoro uecTH
KpuB 1 inmpna cactema

AHemus Yectn
TpoMbouHTONEHHA Heuectn
JleBkonenus Heuectn
HeyTtponenus® Penxu
Arpadyaouurosa’® Penxu
Hapywenuns ua ounre

Kartapakra Yectn
PetuHonarua Yectu
3pHTENHH HAPYILIEHHS Heuectn
IIpoMeHH B KOpHeATa Penku
OnTuyHa HeBpoTaTHA® Peaku
Hapymenns Ha HMYHHATA CHCTEMA

PeakiMy Ha CBPbX4YBCTBHTENHOCT Hectn
Hacaegpanus

[NoBxIeHE TPUTrAHIEPHAH Yectu
MyCcKYyNHO-CKe/1eTHH H CheTHHHTETHO-

ThKaAHHH

Crna3bM Ha LQJIHHTE KpalHULH Yectu
Muanrus YectH

Heonnazmu — qobpokauecrsenu,
3I0K4YECTBEHH H HeOnpeaeJeHn

Maroyun MuoMu YectH
Pak Ha eHaoMeTpuyMa Heuectn
MaroueH capkoM (IIpeIHMHO CMECEHH Penxu
310Ka4ecTBeHH MIONEPOBH TYMOpPH)

YcuiBaHe CHMIOTOMHTE Ha TYMOpa Penku
HepBua cucrema

HcxeMuuHE MO3bYHO-CBAOBH CHOUTHSA YectTu
["naBpobonue Yectu
I'naBo3zamakBane YectH
CeH30pHH HapyIIeHHA ( BKIFOYHTEIHO Yectn
NAPECTE3Us M JHCIey3us)

HeBpuT Ha 3pUTENHUA HEPB Penku
XenaToOHIHADHH HADYLIEHHS

[IpoMeHH B 4YEpPHOAPOOHHTE EH3HMH Yectn
YepuoapobHa cTearosa Yectn
Luposa Ha yepHusa apod Heuectu
Xenatur Penxu
Xonecraza® Penxu
YepHoapobHa HeAOCTATEYHOCT Peaxu
XemarouenylapHo yBpexJjaHe® Peaku
YepuoapobHa Hekpo3a® Peaku
Muoxecrso COK Tepmunu

TpomboeMOoIHYHE CHOMTHA, BKIIOUHTEIHO Yectu

ALJI00Ka BeHO3HA TpomO03a, MUKPOBACKY IapHa
Tpombo3a u Genonpobed eMbOIUIEM




PecnupaTopHH, rpbAHA H MEIHACTHHAIHH
HAPYLUCHHH

HHTepCTHuHaJIEH MHCBMOHHT Heuecrtu
BpUHEHH, HACTIEICTBEHH H TCHETHYHH
HAPYLWEHHS

[Mopdupus KyTanea tapaa’ Muorg peaku
YBpexkiaHe, oTpaBaHe H IPoHeyPHH
YCIOMKHCHHA

K'bCHH TOKCHUYHH 11posiBU Ches obabpyBane” Muoro peakn

2 Taszn HeReNaHA NSKapCTBeHa PeakumA ue € ceobuena B rpynara ¢ TaMokcHdieH (n= 3 094) Ha ropHOTO KIMHHYHO
uznureaHe. T4 ce cbobulasa ofaqe B APy KIMHUYHK H3NMTBAHWA HIH B APYTH RITOMHUUN, YecToTara & u3dHCiena,
KaTo ¢ M3M0.13BAHA rOpHATA IPanKua Ha 95% NOBEepHTEIEH HHTEPBAT 34 OLCHKA HA TOUKMTE (BB3 OCHOBa Ha 3/X,
KbaeTo X npescTasnasa obuUIHA paiMep Ha ussankata, Hanp. 3 094). Tosa ce n3uncnaea xara 3/3 (094, koeTo cnaga B
KOTEIOPHA HECTOTa “peaKH”.

' Tona cLbwTHe He € HAGNKIABARO B APYIH [IABHH KIMHMMHH ITpoy4Banus. UecroTaTa e HIYHCASHA 4PE3 MINON3RAHE
Ha OpHATA MPaHHUA Ha 95% JoBEpUTENEH HHTEPRAI 34 NPUOAHIHTEIHG OUSHABAHATA YecToTa (Ha Gasa 3/X, khaeto X

npecTasaea o0maTa roNeMEHa Ha u3saakata ot 13 357 naunesTd B riasnuTe KIMHUYHA Ipoyysanns). Toea ce
H3uucaBa Kato 3/13 357, KoeTo CHOTRETCTBA HA KATErOPUA YECTOTH ,,MHOI'O PEIKH

HexenanuTe peakiui MOrar fa ce Kiaci(HIMpaT HiH KaTo PeakiiHy, IbIKAllM CC Ha
tapMakonorHyHOTO AeHCTBHE HA IEKAPCTBOTO, HAMP. FOPELH Bh/IHH, BATMHA{IHO KbPBEHE,
BATMHATIHO TEUEHHE, ChPOEK Ha BY/1BAaTA U 3aCH/IBAHE HA NIPOABUTE HA TYMOPA, HILH KaTO [10-
00UIH HeXKEeNaHH PeaKU KM, HAD. CTOMALIHO-4PEBHA HEMOHOCHMOCT, rN1aBofo/ue,
ri1aBo3aMaiBane H IOHAKOra 3a/IpbKKa HA TEYHOCTH H &JIONEL M,

KoraTo Te3u HexenaHi peakuuy ca Texku, Moxe OH ile MOraT Aa C¢ KOHTPOJIMPAT NPOCTO Ype3
HaMa/ABaHe Ha Jo3ara (40 He no-Manko ot 20 mg Ha feH), Oe3 Aa ce 3ary0H KOHTpOI Haj
3300/1ABaHETO. AKO HOKEIIAHUTE PEaKLHH HE OTILYMAT Cef MPEANPHETUTE MEPKH, MOKCE A4 CC
HANIOXKM CIHPAHE HA JICYEHHETO.

HMa cpobuicHus 33 KOXHH 0OpHBY (BK/IOYBALIK PSAKH C/TYMaH Ha epHTEMa My ITHDODME,
CHHIpOM Ha Cmiugbrc-[oconcet, KOKEH BACKYTHT H Oy no3eH neMpuroua) M YeCTH PEAKLHH HA
CBPbXYYBCTBHTEIHOCT, BIUIHOYBALIY AHTUOEAEM.

HeuecTo nanMeHTKH ¢ KOCTHH MeTacTa3H pa3BHBAT XUNEPKAIIHEMHA HPH 3anouBale Ha
JICYCHHETO.

[pu mauuenTry, ynorpebapau Honpaneke 3a neYeHUe Ha KapLIHHOM Ha CbDJATE, €
HAGIIOIaBaHO HaMansBaHe Ha Gpos Ha TpoMboHTHTE, 06uKHOBEHO 10 80 000 — 90 000 Ha MM*, a
MOHAKOra ¥ MOBEYE,

HPH ManHueHTKH, NEKYBAHH C HOHBH}],EKC, CE ONUCBAT CJIy4ad Ha HAPYICHHC HA 3PCHHACTO,
BKNHOYHTENHO pEAKH C'LOGH.IEHHH 3a MPOMEHH B KOpPHEATA H YECTH CLOGIHEHHS[ 3a pETHHOMNATHA.
Yecro ce crObIaBa 32 KaTapakTa BhB BPh3Ka ¢ MpHiaraneTo Ha Honsaaexe.

C’bOﬁlﬂaBaHH Cd Ciry4aHd Ha OITHYHA HEBPONATHA H HCBPHUT Ha OYHHA HEPB [IPH NallHEHTKH,

[pHEeMAallH TaMOKCH(beH, KAaTO NpH MATEK 6p0ﬁ OT CJIY4auTe € BE3HHKHaNa CNenoTa.

MAHCHTH, MpHEMaILH Hoanasanexec.
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Hma C'bOﬁHleHHﬂ 3a MaTO4YHH MHOMH, CHAOMCTPHO3a H IpYTH NPOMEHH HA EHAOMETPHY M4,
BKJTHOYHTCHHO MOJTHIIH H XHOEPNJ/1a3ua.

Psanko ce nabmopasaT KHCTO3HH OBapUaHH 00pa3yBaHHs Npd XeHu, nonydasamn Honsanekce.
Ipn »xenu, nomyuasawis Honsaaeke, paake ca HabMONABaHH BArMHATHH [OJIHIH.

HeuecTn ciiyydaun Ha pak Ha €HAOMETPUYMA H PE/IKH Cy4aH Ha MaTO4YEH CapKoM ([peAHMHO
CMEceHH 3MoKkauecTBeHu Miosieposu TyMopu) ca O cBbp3anH ¢ nedenuero ¢ Honsanekc.

MHoro paako, NpH NauMeHTH, nomydasail# Honeaaeke, e HabNOAABAH KOMEH JIYILYC
EPHTEMATO3YC.

MHoOro panko, npu NaLKEHTH, Mody4yasaiy Hoapaneke, ¢ Habnonasana nopgupHs KyraHea
TapAa.

Cnen npunoxenue Ha Honeageke e 6una HabnrogagaHa NeBKOIEHNA, [IOHAKOra BhB BPh3Ka ¢
aHeMua W/UnH TpombouunToneHus. B peaku ciyuan ce cbobluaBa 3a HEYTPONEHHS, KATO
MOHAKOra T4 Moie J1a Obae Texnka H ce choDLUABa 3a PEIKH CNy4YaH HA ArpaHy IoLMTO3a.

HMa aHHE 38 HCXEMHYHH MO3bYHO-CBIOBH H TPOMOOeMOONHYHY CHOHTHA, BIUIHOYUTENHO
TpomB03a Ha ALIOOKKTE BEHH, MHKPOBAcKynapHa Tpombo3a u fenonpoden eMO0IH3bM, KOHTO
BB3HHMKBAT YECTO NO Bpeme Ha neyenue ¢ Honsanekc (Bx. Touka 4.3, 4.4 u 4.5). Koraro
Honpaneke ce Hinonssa B KOMOMHALIMS € HHTOTOKCHYHY Ar¢HTH, ChLUECTBY Ba NOBHIIEH PHCK OT
BBL3HHKBAHE HA TPoMO0eMOOIHYHA HHUMASHTH.

Cro0LIaBaHe e YecTo 3a KpaMiM Ha JOJHUTE KpaifHUIH H MEAACHA IPH MAUHEHTKH, MOy YaBalili
HonBanexc.

Heuecto uma cbobiieHus 3a CI¥4YaH HA HHTSPCTHIHAJICH [THEBMOHHT.

HpHJ’lO}KeHHETO HA HOJ’[BE,[[CKC CE€ CBbp3Ba C IPOMCHH B ‘-IepHOI[pOGHHTE CH3HMH H C PENHILIA [10-
TEHKKH ‘-leHO,IlpOﬁHH HApYUIEHHA, KOUTC B HAKOH CllyHaHn ca OHIH (t)aTaﬂHl‘l, BKIIFOUHTCITHO
MAacTHa JEreHepaluns, XOJeCTasd H XCIaTHT, qepnonpoﬁﬂa HEAOCTAThYHOCT, UHPO3a H
XENaToUERyapHO YBPEK AAHE { BK/IIOYUTEIHO YepHOIpoDHA HEKPO3a).

UeCTo NOBUILICHME HA HHBATA HA CEPYMHHTC TPHIMMHUEPU K, B HAKOH Clly4aH € NaHKPEATHT,
MOXe J1a ce CBbpike ¢ yioTpebara va Honsagekc.

YMDpa € NOKJIaIBaHd MHOTO 4¢CTO IMPH NAHCHTH, IIPHEMALLH Honganekce.

KbcHH TOKCHYHM NpoABY CNEL obrbyBane ca HabmoaaBaHu MHOTO PAAKC TPH [TALHEHTH,
{IpHEMAIH Honeamekc.

CrolimaBane HA NOJ03HPAHH HEKEIAHH PeaKIHH

CboOLIaBAHETO HA MOAO3HPAHH HEeXeNaHH PEAKLMM CJIg/ paspeluaBaHle 3a ynotpeba na
JICKApPCTBCHHA [IPOAYKT € BAMKHO. Tora nossonsasa na MpoOabIDKH Haﬁmo,ueuuero HA
CBOTHOIICHHETO noma/pm:l( 3a NEKApCTBCHHA [TPOIOYKT. Ort MEJHLUHHCKHTC cneuuanucmjgﬁ ‘\“
H3HCKBA A4 C'bOﬁIllﬂ.BaT BCAKA MOA03MPAHA HEXKENAaHA peaKluAa Jo. 7\
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4.9 [Ipepo3npane

TeopeTHYHO, MOXKE Aa CE 0YAKBA, Y€ IIPH [IPEAO3UPAHE IIE C& 3ACHNAT FOPECIOMEHATHTE
AHTHECTPOI'€HHH HEXKENaHW peaxiiu, HabmoaeHus npH 3KUBOTHH 0KA3BAT, Y& MHOMO TEXKO
npenozupane (100-200 nmbTH Haj DpenophUBaHUTE AHEBHH 103H) MOXE 4 IIPEAU3IBHKA
ECTPOreHHH eeKTH.

Hma choBuieHns B IuTeparypara, e HonBaneke npueman Han obudaiiHara 1033 € Bh3MOXKHO Jd
Joeene Ao ypeaddasance Ha QT unrepsana na EKT

Hsma crienmdyyed aHTHAOT MpH Npelo3upaHe U JiedeHHeTo Tpa0Ba na Obje CHMIITOMATHYHO.

5. PAPMAKOJOTHYHA CBOHCTBA

5.1 apmaKoaAHHAMHYHH CBOHCTBA

DapMaroNOruyHa rpyna: aHTH-eCTPOreHH ATC kon; LO2ZBA 01
DapmakoaAHHAMHYHY ederTH

Honpanekc e HecrepouaHO JieKapcTBO, Ha 0a3ata Ha TPHPEHHTETHIIEH, KOETO TOKA3Ba CIIOKEH
CMEKThP OT PapMakonoruvuy eexTd Ha aHTaroHHCT H MoSoOHe HA arOHUCT Ha ECTPOTEHA B
pazmIHYHKTE ThKaHu, [IpH mauHeHTKNTe ¢ paK Ha rbpAala Ha TYMOPHO HUBO TaMOKcH(eH aedcTea
MPEIHMHO KATO AHTHECTPOTEH KATO MIPE/IOTBPATABA CEbP3BAHETO HA ECTPOIEHA C €CTPOreHOBHTE
PEUCITOPH. B knHHHYHEK YCIIOBHA € YCTAHOBEHO, Y€ NPHIOKEHHETO HA TaMOKCH(bCH BOAH 1O
HAMAJABAHE HA 06[.[.[[451 XOQJIECTepO]1 B KPbBTA H HA NTUIIONPOTEHHUTE ¢ HHCKA MUIbTHOCT OT
itopsgbka Ha 10-20% npu xenn B nocrmedonaysa. OcseH TOBa WMa cboOleHus, Ye TaMoKcHpeH
O0AOBPAKA MUHEPANTHATA [IIBTHOCT HA KOCTHTE NPH XKEHHW B MOCTMEHOIIAY 34.

KnuuuuHa ehuxacHOCT ¥ 683004cHOCT

[TpoBeAcHO € HEKOHTPONHPAHO IPOYYBAHE IPH XETEPOreHHA rpyna oT 28 MoMu4YeTa Ha Bb3pacT
ot 2 1o 10 roguuu cse cuuapom Ha McCune Albright (MAS), KoHTO ca no/y4aBaiu TAMOKCH(EH
20 mg BeAHLK [IHCBHO B IIpoabJDKeHne Ha 12 Meceud. Cpea nalnueHTKHTE, choOLWHIH 32
BardHaJIHO KbPBEHE IO BPEMe Ha Nepuo/a, NpeillecTall npoyysanero, 62% (13 or 21
MAlHEeHTKH) ¢a ChOOILHIIA 3a JIMIICA HA KbpBeHe npe3 6-meceunus nepuoa 1 33% (7 or21) ca
CHOOLITHITH 33 JTHIICA HA KBPBEHE [0 BPEME Ha Ipoy4saHeTo. CpeHHAT obeM Ha MaTKaTa ce €
YBEJIAYKA clies 6 Mecela ISUeHHE 1 CE € YJBOUI B Kpas Ha eJHOCO[UILIHCTO IPOYyYBaHe.
Bbrpeku, ye Te3n OJaHHU ChOTBETCTBAT HA (hApMAKOIHHAMHYHUTE CBOHCTBA Ha TAMOKCHOEH, He €
O1na ycTaHOBEHA IPUYHHHO-CIACACTREHA Bph3Ka (B, Touka 4.4). HaMa ABLIrOCPOUHH JAHHE 34
Oe3onacHocT ipu seua. B yacTHocT, Abarocpoynute edextd Ha TAMOKCH(EH BbPXY paCTe)Ka
nybepTeTHIS NepHoA B OOIIOTO Pa3sBHTHE HE ¢a OMITH MPOYYBaHH.

CraryceT Ha nonuMopduasm Ha CYP2D6 Moxe na 6bae cebp3al ¢ Bapuaﬁunﬁocwa{ﬁa _
KIMHUYHHS OTrOBOP kbM Tamokcuden. Craryc Ha GaBHH MeTabOIH3ATOPH MOXE fa ﬁhhe




CBBP3aH ¢ HaMmaneH oTroeop. [locneacTBUATA OT TE3H pe3yNITATH 34 iedeHHeTo Ha GaBHU
CYP2D6 MerabGonu3aTopH He Ca HaMbJIHO H3ACHEHH (BX. Toukd 4.4, 4.5 1 5.2).

Lesorun CYP2D6

Hanuyyure KIMHHYHY JaHHH TOKA3BAT, € MAIHEHTKH, KOHTO ¢4 XOMO3RHTOTHH 110
Hebynxunonupauy CYP2D6 anenn, Moske 1a HMat HamaneH edekt Ha TaMOKcHdeH NpU
NeYeHHE HA pak Ha FbpAATa.

HanpyruTe KIMHUYHE H3MUTBAHHA CA NPOBEAEHH MPENHMHO NPH JKEHH B MOCTMEHONAY3a (K.
To4kH 4.4 4 5.2},

3.2 QapMaKOKHHETHYHH CBOACTBA

AbcopOupa
Caen opanso npanoxenne, Honsagekc ce pesopOupa 65p30, KaTO MAKCHMATHHUTE CEPYMHH

KOHIEHTpalHH ce JocTurar cien 4-7 yaca. PapHoBecHuTe KoHneHTpauu (okono 300 ng/ml) ce
JOCTHraT ClIER YETHPH CEIMAYHO nedeHue ¢ 40 mg AHEBHO.

Pasnpenenenne
JlexapcTBOTO Ce CBEP3Ba BbB BUCOKA CTENEH ChC CepyMHHA anGyMuH (> 99%).

Buotpascthopmanus

MeraGonu3npa ce 4pe3 XUAPOKCHIHPAHE, NEMETHIMPAHE H KOHIOTALHA, KATO CE MOyYaBar
HAKONIKO MeTal0IIHTa, KOUTO UMAT cpoaeH dapMakonoruyues npodn ¢ HIXOAHOTO ChEAHHEHNE K
MO TO3H HAYKH AOMPHHACAT 33 TEPANSBTHYHHA eeKT.

Tamokcuden ce meTabormznpa npegamuo upez CYP3 A4 no N-gemerun-raMokci(pen, KOHTo mo-
HaTaThk ce Merabonusupa or CYP2D6 po apyr akTHBeH MeTabOIHT eHnokcHded. [Tpu
[AUMEHTKY, NPX KOKTO nUncea enzumsT CYP2DE, xouneHTpanuuTe Ha eHpokcuded ca
NPHOIH3HTENIHO CBC 75% NMO-HUCKH OTKOIKOTO IIPH NAHEHTKH ¢ HOPMAJIHA aKTHBHOCT Ha
CYP2D6. [lpunoxennero Ha MOIMHH HHxHOUTOpH Ha CYP2D6 Hamanaea HHBATA HA
IHPKyIHpaL, eHgokcuen B 1oao0Ha cremne.

EnuMunupane
Exkckpenuara ce H3BBPIIBA MPEAHMHO ¢ (PEKANHHTE A ETUMHHALMOHEH ITONY-KHBOT, H3YHCACH 34

camms mpenapar, € MPpUONHIHTENHO CeOeM OHH, JOKATO To3r Ha N-Ae3MeTHNTaMOKCH(eHa,
OCHOBHUSA UUPKY nHpaiy MetabonmT, ¢ 14 Axn,

B xk1mHHYHO npoytBaHe IpH MOMHYETA Ha BB3pacT Mexay 2 1 10 roauHu cb¢ CHHAPOM Ha
McCune Albright (MAS), xouro ca nomyuasanu TamokcHdeH 20 mg BeAHbX AHEBHO B
iIpogbIDKeHAE Ha 12 Mecella, C€ OTKPHBA Bh3PACTORO-3aBHCHMO MOHHXKEHHE HA KIHDBRHCE U
nopumasade Ha ekeno3umuATa (AUC) (cuc crofinocty mo 50% mo-BHCOKM MPH Hall-MalNKHTe
NAlUEHTKH) B CPABHCHHAE C Bh2PAcTHUTE.

5.3 IIpegkIHHHYHE AaHHH 32 OezonacuocT
Tamoxcipen He e Oun MyTareHeH IpH peguLa TECTOBE 34 MyTArSHHOCT i1 Vitro U in vivo,
Tamoxcnded e G FreHOTOKCHYEH IIPH HAKOH TECTOBE 33 I€HOTOKCHUHOCT BbPXY IPH3a4H
in vitro 1 in vivo. T1pH IPOIB/DKUTENHO IPHIOKEHHE C€ ChOGIIABA 38 TYMOPU Ha FOHATHTE
MHIIKH H YePHOAPOOHH TyMOPH NPH IUIBX0BE, NOIyJYaBANlH TAMOKCH(EH. I(Jm}mqﬂm‘o'“
3HAYEHHE HA TE3H HAXOAKH HE € H3BECTHO.
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TaMokcudeH € JIekapcTBo, TP KOETO € NOMyYeH WHPOK KIHHAYEH onuT, ChOTBETHATA
HHbOpMAIIA 33 MPSANHCBALLHA JeKap € JaaeHa Ha Apyro MacTo B KpaTkara XapakTeprcTHKA HA
MPORYKTA {BXK. TOUKa 4.6).

6. PAPMAINIEBTHYHH JAHHH

6.1 CnHCLK HA TIOMOINHHTE BellleCTBA

Kpockapmenosa natpuii USNF

HKenatuu B.P.

Jlakroaa Ph. Eur.

Makporon 300 B.P.

Marnresues creapar Ph. Eur.

Hapesuuto Huwecre Ph. Eur.

Metwixuapoxcanponuiuenynosa USP

Turanos quokcup Ph. Eur. (E171)

6.2 HechbBMECTHMOCTH

He ca u3BectTHH.

6.3 Cpox ma rogsocT

5 roguHH.

6.4 Conenuanug yc10BAA Ha ChbXpaHeHHe

Ja ce cbxpanssa noz 30°C.
Jla ce cexpaHABa B OPUTHHAITHATA ONIAKOBKA,

6.5 Bua u chAbpKaHEe 32 ONZKOBKATA
Anymunnesd OndcTepy o 10 TabieTk ¥ BTOpUYHA OMAKOBKA, ChAbpxkaia 50 TabneTky.
6.6 CnenHaanH npeqna3HH MePKH IPH H3XBLPsHe H paboTa

Ja ce ynorpebsBa cnopea yKka3aHHATa HA NPeAIUCBALLHS JIEKAp.

7. MIPHTEKATEJ HA PAIPEIIEHHETO 3A YIIOTPEBA
AstraZeneca AB

SE-151 85 Sodertilje

1Berus -

8. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

20000509

1"




9. JATA HA ITbPBO PASPELNIEHHE 3A YIIOTPEBA/IIOJHOBSIBAHE HA
PASPEHIEHHETO
20060-08-15/2011-03-29

10. TATA HA AKTYAJIMIUPAHE HA TEKCTA
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