KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

N3NBABNTENRHA ATEHLNA N0 NEKAPCTBATA
1. HME HA JIJEKAPCTBEHHUA NTPONAYKT KpamKa XapanmeDpucmima Ha npogykma - Mpusoxenue 1

K Poo. o ,mwpw

Honsanexc 10 mg ¢punmupanu TaGretkn

‘.

Nolvadex 10 mg film-coated tablets /‘7 f/ J e ‘7/ A
Paspewenue ......................................................

2. KAYECTBEH A KOIHYECTBEH ChCTAB

Tamokcudenos uurpar Ph. Eur. 15,2 mg, exsuBanenten Ha 10 mg TamokcHen (tamoxifen).
TomomHo BenecTBo ¢ H3BECTHO ASHCTBHE: NAKTO3A.
3a IMTHHA CITHCBK HA MOMOLIHHTE BEHIECTBA BIXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

®unmupana Tabnerka

BenH 10 cBETNIO KpeMaBH, KPBIUIH, ABOHHOM3ITEKHAIHN Ta0NeTKH, MAPKHPaHH OT €IHATa CTPaHa U
6e3 MapkupoBKa OT ApyTaTa.

4. KIHHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHS

Honeapexc e mokasaH 3a JieueHHe Ha KapmuHOM Ha I'epIaTta.

4.2 lo3poBKa H HAYHH Ha OPAAGKEHHR

EOBHMB

Buvapacmnu

IpenopruBanaTa AHEBHa A03a Tauoxcnq)en e 20 mg. OnUTHT ¢ NO-BHCOKH JO3H He €
JAEMOHCTPHPAJl ZOITBIIHHTE/HE 10133 KaTC 3a0aBeH peLM/IHB HIH NOBMIIEHA NPEKHUBACMOCT.
Hsma crinecTBenn naney 3a ieuente ¢ 30 — 40 mg AHEBHO, BENIPEKH, Y€ TE3H TO3MPOBKH ca
H3MIO/I3BAHM MTPH HAKOM NALMEHTKH ¢ HanpeaHal cTaami Ha GonecTTa.

Ilayuenmu 6 cmapyecka av3pacm
TMonoGen pexxuM Ha AO3HPaHE € NPHIAraH NpH NALHEHTKH ¢ KApLMHOM Ha MEPAATa B HanpeHana
BBIPACT, KATO NPH HAKOH OT Te3H MAIMEHTKH TOBA € OHila e[HHCTBEHATA TCPAITHA.

Heouampuuna nonyrayun

He ce npenoprusa nprnoxennero Ha Honsanexc pH Jeua, Thil Kato 6e30nacHOCTTa B
e(hHKaCHOCTTA HE CA YCTAaHOBEHH.

Hauun Ha mpuioxeHHe
3a nmepopaHO MpHIIOKEHHE.

4.3 IlpoTeBONOKA3ARNE




Honranexc He Tpabea na ce npmwiara no ppeMe Ha Gpemennoct. HMa Mamsk Gpoii chobmenus 3a
CNOHTAHHH abOpTH, BPOICHH MaidopMaliH 1 (eTanHa CMBPT [PH XKEHH, JIEKYBAHH €
Honpanekc, BeIpexH Ye MpHYMHHO-CIIEACTBEHA BPB3Ka He € yCTAHOBeHa (BK. H Touka 4.6).

Honpanekc ne Tpabra ca ce npHema OT NAlIHEHTH ¢ H3BECTHA CBPBXYYBCTBHTETHOCT KBM
NPOYKTa HIM HAKOE OT MOMOIHHTE BEUIECTRA.

4.4 CnenBaan BpeAYnpeAAcENR H CNENHANHH IpeANa3HH MEPKH OPH ynoTpeba

IIpu "acT OT XeHHTE NpeH MEHONAy3a, MoMyJaBally Honsanexc 3a neueHHe Ha KAPLIHHOM Ha
rbpaTa, ¢¢ MOTHCKA MEHCTPYALHATA.

IIpu neuenne ¢ Honeanexc ce chobimana 3a NOBHINECHA YECTOTA HA PaK HA CHIOMETPHYMa H
MaTOYEH capkoM (MpeANMHO CMECEHH 3I0KaYecTBeHH Mioneposn TyMOpH). MeXaHW3MbT Ha
BL3HHKBAHETO HM € HEH3BECTEH, HO MOke GH e CBBP3aH ¢ eCTPOreHHO nogoGHHTe CBOHCTBA Ha
Honpanexkc. [TanueHTKUTE, KOHTO NPHEMAT WK ca NpHeMany HomBaneke H 3a TAX ca JOKMaiBaHH
HEECTECTBEHH THHEKOJIOTHMHH CHMITTOMH, 0C00EHO BATHHATHO KbpPBeHe, HAPYHICHHE Ha
MEHCTPYAIHHA UMKBJI, yCEIaHe 33 BArMHANHA TeXXecT W GONKH B Ta3a WIH HanpexeHHe TpAOBa
He3abaBHO fAa GbAaT nperienaHH.

TIpu nalueHTH ¢ HacneACTBEH aHrdoeneM, Honpaaeke Moxe fa npegusBHKa HiH obocTpr
CHMITTOMHTEC HA aHTHOENEM.

IIpx KIMHWYHITE H3MUTBAHUA, ClIE/| JeUeHHE HA NAIHEHTKATa ¢ TaMOKcH(eH 10 mOoBOJA
KapLHHOM Ha rbpAara, ¢a HaOMOJABAHH HAKOH BTOPHYHH TYMOPH, TIOABRBALNM ¢ Ha APYTH
MECTA OCBEH B CHIOMETPHYMA H Apyrara rspAa. He € yeTaHOBeHa TPHMHHHO-CIIEICTBEHA BPB3KA
U KIMHHYHOTO 3HAYEHHE HA TE3H HAGJIONCHAS HE € ACHO.

Benosen tpoMboeMbonninm
¢  PHCKBT 0T BeHO3eH TpoMGoeMOoaM3BM ce € NOBHINI OT ABA /10 TPH TBTH IIPH 31paBH

MAIMEHTKH JICKYBaHH ¢ TaMOKCH(eH (Bx. Touka 4.8).

o Ilpn wsmiceare Ha HonBazgekc nexapure TpaGBa BHUMATENHO A3 Pa3slIMTBAT 33 HATHYHE Ha
ceMeiHa o6peMeHEHOCT ¢ BeHo3eH TPoMOoeMOOIH3bM, AKO HMa ChbMHEHHSA 33
NpPOTPOMOOTHYEH PHCK, NAMEHTHTE TpaOBa Aa OBAAT CKpUHHMpPaHH 3a TpOMOodIWIHK
thakropu. ITameHTn, YHUTO pe3ynTaTH Ca NO3UTHBHH TpabBa Aa 6BIAT KOHCYITHPAHH BbB
BPE3Ka ¢ TPOMOOTHYHHA pHcK. PenrenneTo 3a Npiiarane Ha TAMOKCH(EH NPH TE3H NALIMEHTH
Tpa6Ba 1a ce choOpau ¢ 1IOCTHHS PHCK 3a naupeHTa, [1pu onpeaeneHH NalHeHTH
¢IHOBpeMeHHaTa yroTpefarTa Ha TaMoKcHdieH ¢ npodunakTHiHA aHTHKOArY/IAHTHA Tepanus
MOXe na 6Bae onpaeaaHa (BX. Touxa 4.5).

e PucxsT ot BTE ce noBumasa npu Texka ¢opMa Ha 3aTrecTABaHe, ¢ HANPEABaHE Ha
BB3PACTTa H BCHYKH ApYrd pucKoBH daxtopu 3a BTE. PuckbT M noimure Tpadea Aa 6saat
B3E€TH NO/1 BHUMAHHE [PH 6CuuKu TIALMEHTH NIpeJi JiedeHHe ¢ TaMokcHden. [py nauneHTKH
¢ KapliMHOM Ha I'bPJATA PHCKET & IOBHINEH H OT ChITBTCTBAINA XHMHOTEPANNA (BXK.

Touka 4.5). IIpoaBmKHUTENHA AHTHKOArYJIAHTHA MPO(QUIAKTHKA MOXe Aa Oble onpaBaada 3a
HAKOH NAllHEHTKM, KOMTO ¢a ¢ MHOXKeCTBO pHCKOBH daxkropu 3a BTE.

¢ Onepalus u 00e3BwKBaHE: TeYeHHETO ¢ TaMOKCH(eH TpaOBa Ja 6pae NPEYCTAHOBEHO CaMO
AKO PHCKBT OT TAMOKCH(EH HRAyLMpasa TpoMb03a ACHO HAIXBBPIIA PUCKA OT MPEKbCBAHE HA
neueHHeTo. BcHYKH NallHEHTH TpA0Ba Aa NMOAyYaT NOOXOOAImA TEpAnMa 33 NPoQHIAKTHKA HA




TpoMB03a, KOATO 12 BKITIOYBA KOMIIPECHBHH YOPAIH 110 Bpeme Ha GOHHYIHMA NpecTOH, Mo
BBIMOKHOCT PaHHO Pa3dBIKBAHE W AHTHKOAryJAHTHO JIeYeHHE.

¢ Axo ce Habmopaea BTE, tamokcuden tpabea na 6bne HezaGaBHO NpeyCcTaHOBEH H J1a ce
NpeAnpHeMe NOAXOAAII0 AHTHTpoMGOTHYHO JieweHHe. PelIcHHETO Na ¢e NMOAHOBH TepanusiTa
¢ TaMokcHdieH TpsbBa Aa ce B3eMe clief OLCHKA Ha IUIOCTHHA PHCK 3a nanyeHTa. [Ipy
onpeie/ieHH NMAIHEHTH € ONPABJAHO MPOXBDKABALIO JIEUEHHE C TAMOKCHEH
NMpoab/DKHTENHA npodmnaktika Ha BTE.

¢ Bouuxky nayyent Tpabea aa 6bAaT NOCHBETBAHH /1a C€ CBBPAAT ¢ MEKYBalllHA CH JIEKap, ako
salenexar cumnToMu Ha BTE.

Ipx xpCHA MMKpPOXMPYPTHYHA PEKOHCTPYKIMA Ha rbpaa HonBanexc MOXE Na IOBHLIH PHCKa OT
MMKpOBACKyapHH YCI0)KHEHHA Ha NpucaKaTa.

B enHo HeKOHTpoaupaHo npoy4BaHe mpH 28 MoMHYeTa Ha BB3pAcT ot 2 710 10 romuHu B¢
cHuApoM Ha McCune Albright (MAS), xouro ca nomydasans TaMokcHpeH 20 mg BeannK
IMHEBHO B IPOAb/DKEeHUE Ha 12 Mecella, cpeiHUAT 00€M Ha MAaTKaTa ce € YBEIHYIN cien 6 Mecena
JIEYEHHE H CE € YABOWI B Kpas Ha €NHOrOAMIIHOTO MpoyyeaHe. Benpekd, ye Te3n JaHHH
CBOTBETCTBAT Ha (papMaKOIMHAMHIHHTE CBOMCTBA Ha TaMokcH(peH, He e Ouila ycTaHoBeHa
MPHYMHHO-CIEICTBEHA BPB3Ka (BXK. TouKa 5.1).

B nutepatypata e nokazaHo, ue GaBuure CYP2D6 MeTaGonn3aTopH HMAT MOHKEHO IUIA3MEHO
HHBO Ha €HAOKCH(}EH, €IHH OT Hali-BaXHHTe aKTHBHH MeTaboNHTH Ha TaMOKCH(eH (BXK.
Touka 5.2).

EnnoBpeMEHHOTO npuioKeHne ¢ NekapeTsa, Kowto HHxubnpat CYP2D6, moxe na noseae 1o
HaMA/IeHH KOHLICHTPAlMH Ha aKTHRHHA MeTabonnt eraokcHpen. [lopaau ToBa, MONHNTE
nnxubHTOpH Ha CYP2D6 (Hanp. napokceTHH, QUTyOKCETHH, XHHHWIHH, IIHHAKANIIET HIH
Oynponion) Tpabea aa ce H3OATRAT, KOTATO € BE3MOXKHO, N0 BPEME Ha 1eueHue ¢ TaMOKCH(eH
(Bx. Touka 4.5 1 5.2),

Honsaaexc cuabpxa AakTo3a. Ilanmerrd ¢ peaxy HacneacTBenH 3ab019BaHls kKaTo
HEMOHOCHMOCT KBM rajlakTo3a, Lapp nakTazHa He0CTaThYHOCT HIH IIFOKO30 rajlakKTo3Ha
manabcopbuma He TpabGBa ja MpHeMaT TOBA JICKAPCTBO.

BuB BpB3Ka ¢ neyeHreTo ¢ HonBageke ce cho01aBa 32 TEXKH KOXHH HEXXEIaHH peakiliy
(SCAR), rxmoymTenHo cHHOpoM Ha Stevens-Johnson (SJS) u ToKCHYHA eNMHIEPMalTHAa HEKPOIH3a
(TEN), xouro Morar aa 6bhJaT JKHBOTO3ACTPALIABAIIH HIH ¢ NeTancH H3XxoA. [Ipu npeanuceaHe
NaHeHTHTe Tpabra aa GpaaT HHdOpMHUpaHH 3a MPH3HALMTE H CHMITTOMHTE M Aa Obaar
HabmMONaBaHH BHUMATEITHO 34 KOKHH PeaKuHn. AKO CE NOABAT IPH3HALM H CHMITTOMH,
NIOKA3aTeTHH 32 Te3H peakid, Honsanekc TpaGBa He3abaBHO Aa c€ MPEKPaTH H Aa ce OOMHCITH
ATTCPHATHBHO NeveHne (cnopen ciyyan). Axo npH ynorpebara Ha HonBaneke nalHeHTHT pa3eHe
CepHO3HA peakims, kato Hamp. SIS win TEN, neuenueto Ha nanuenta ¢ Honpagexc He Tpabpa
MOBEYE Ja & MOAHOBABA.

HPH MAaHeHTH ¢ HACJICACTBCH aHrHoeaeM TﬂMOKCH(bBH MOXE Ja IIPpeAH3BAKA HITH 1a OGOCTpP]
CHMIITOMHATE Ha aHTHOCACM.

4.5 BsanmoaeiicTBHA ¢ IPYIH JJeKapcTBeHH NPOIYKTH H ApYrA opMH Ha B3aHMOAciHcTEHE




Koraro HonBagekc ce npinara B KoMOHHAIHA ¢ KYMADHHOBH AHTHKOATYJIaHTH,
AHTHKOATYJaHTHOTO JAcHCTBHE MoXe Aa ce 3aciuid 3HaunTenHo. [Ipu exHoBpemeHHa yrnorpeba Ha
TAKHBa IPETNapaTH ce NPEeTIOPbYRa EHUMATETHO Habmo/IeHHe Ha TTalMeHTKHTE.

Koraro Honeageke ce H3nonssa B KOMOBHALHA C IHTOTOKCHYHH ATCHTH, CBHIIECTBYBA NOBUIICH
PHCK OT BBL3HHKBaHe Ha TpoMOoeMGOoNYHH MHIMACHTH (BA. ¥ TOUKa 4.8).

TpunoxeHneTo Ha TAMOKCH(EH B KOMOHHALMA ¢ apOMATa3eH HHXHOHTOP KaTo aloBaHTHA
Tepanua He € NoKasajo NofodpAeaHe Ha eHUKACHOCTTA B CPABHEHHE CHC CAMOCTOSRTEHOTO
NPHIOKEHHE Ha TaMOKCHbeH.

Trit karo HonBaneke ce MeTabonnsupa or uuroxpom P450 3A4, neobxoauMo € BHEMAaHHe,
KOT4TO TO#i ce NMpHAATa €THOBPEMEHHO C NIEKApCTBa KaTo PH(aMIMIIHH, 33 KOMTO C€ 3Hae, 4¢
HHIYLIHpaT TO3H €H3HM H HHBATa Ha TAMOKCH(EH ce MoHwKaBaT. KIIMHHIHOTO 3HAYCHHE HA TOBA
MOHHXXEHWE HE € H3CIIENBAaHO.

PapMaxOKHHETHYIHH B3aHMOEHCTBHA ¢ WHxHOHTOpH Ha CYP2D6, npu kouto ¢ Habmoxarana
PEAYKLUHSA HA IUIA3MEHHTE HHBA Ha aKTHBHMA MeTabonHT Ha TamokcHdeH — 4-xydroxy-N-
desmethyltamoxifen (ennoxcuden) ca crobiaBaHu B THTEPaTYpara.

B nutepatypata ce cho6masa 3a gapMakoKHHETHYHO B3AMMOAEHCTBHE C HHXHOHTOPH Ha
CYP2D6, pogemo no 65-75% HamaneHye Ha IUIA3MEHWTE HUBA HA €/[HA OT MO-aKTHBHHTE (HPOPMH
Ha JIEKApCTBOTO, T.€. eHAOKCH(EH. B HAKOM KIHHHYHH H3MHTBAHUA c¢ choO111aBa 3a HaMalleHa
e(HKacHOCT Ha TAaMOKCH(EH [IPH ¢AHOBpeMeHHa yrioTpeba ¢ Hakon SSRI anTaaenpecanty
(nanp. napoxceTHn). Thif KATO He MOXKE /12 ce H3KJIIOYH HamalleH eekT Ha TaMOKcH(er,
€IHOBPEMEHHOTO MPHIIOAKEHHE ¢ MOIIHN HHXNOHTOpH Ha CYP2D6 (Hanp. NapoKceTHH,
GITyoKceTHH, XMHUIHH, LMHAKANNET WiH OynponuoH) TpaOea aa ce H30ATBA, KOraTo € BE3MOXHO
(Bx. Touka 4.4 u 5.2).

4.6 VepTRAHTET, GPEMEHHOCT H KbpMeHe

Bpementoct

Honranexc e TpaGBa Aa ce npilara 1o Bpeme Ha GpeMenHoct. MiMa Maek Gpoii ¢robienus 3a
CNOHTaHHH abopTH, BpoaeHH MandopMal H deTanHa CMEPT NIPH KEHH, JIEKYBaHH C
Honeanekc, BuapekH ue He ¢ Guna ycraHOBeHA MPHYHHHO-CNENCTBEHA BPB3KA.

PenpoayKTHBHHTE TOKCHKOJOTHYHH H3CIIEABAHMA TIPH IUIBXOBE, 3alilll 1 MaliMyHH He ca
NOKa3aJH TepaToTeHeH MoTeHIMa.

I[Ipn Moze/THpaHe Ha Pa3BHTHETO Ha GEeTANHHA PENPOAYKTHBEH TPRKT BhPXY IPH3a4H,
TIPHNaraHeTo Ha TAMOKCH(EH ce CBLP3Ba ¢ [IPOMEHH, MOJIOOHH Ha IPOMEHHTE, [IPHIHHEHH OT
€CTpaJnol, eTHHRIECTpaanon, ioMHdeH H auetuncrwibectpon (DES). Benpeku ye
KNHHHYHOTO 3Ha9eHHE Ha TE3H NPOMEHH € HEH3BECTHO, HAKOH OT TAX, 0CODEHO BarHHAIHATA
471eH03a, ¢4 TIOA00HH Ha MPOMEHHTE, HabMIOAABAHH B MITAJIH JKEHH, KOHTO ¢a O1IH H3N0KEHH Ha
aeicreueto Ha DES in utero 1 npu xouro uMa puck 1:1 000 ot pa3BHTHE Ha CBETIOKIETEYEH
KaplUHHOM Ha BIIATAHLIETO WIH Ha IIHifKaTa Ha MaTkata. Camo Marek Gpoit GpeMeHHH sxeHH ca
61N HTOXKEHH Ha AelicTBHETO Ha TamokcudeH. He ce chobmiaba 3a nocneBaila BarHHAIHA
a/IeH03a HJIH CBETIOKISThYEH KapLHHOM Ha BIATAJTHINETO WIH Ha [MHHKaTa HAa MAaTKaTa npy
MJIaJH KeHH, KOUTO ca GIITH H3I0KEHH in utero Ha NEHCTBHETO HA TAMOKCH(EH.

¥Kenure Tpabea na ce ceBeTBaT 13 He 3a0pemMenaABaT nokaro ynorpebasat Homanekc
MeCena CIie IpeKpaTABaHe Ha IEYSHHETO M aKO Ca CEKCYANHO aKTHBHH, TpAGBa 1




GapHepHH HIH APYTH HEXOPMOHAHH KOHTPAlENTHBHH MeTOAH. [laideHTKITE B IpeAMEHONAy3a
TpaGBa Na ce npernexaaT BHUMATe/THO, 3a Aa ce H3kmoyul GpemenHoct. Tpabpa Aa ce npeleHsBa
NOTEHIHAHHA PHCK 33 IUIOAE, aKO JeHuTe 3abpeMenent Aokaro ynoTpebsaeatr Honsaaeke HiM 10
JeBeT Mecella Cliefl PEKpaTsBaHe Ha JIeYeHHEeTO.

KwpMmene
Orpanndens 1aHHH NOKa3Bart, ye HonBaseke H AKTBBHHTE My METabOAMTH € €KCKPETHpaT U

KyMYHpaT ¢ BpEMETO B KbpMara, IopajH TOBA He ce NpenophyBa ynotpebara Ha JISKAPCTBOTO
1O BpeME Ha KbpMeHe. [IpH penrapase JamH fa ce NPEKbCHE KbPMEHETO HITH Aa C€ NPEYCTAHOBH
neqennero ¢ Honpaneke TpsaOra aa ce BieMe nmpeABH/ 2HAYEHHETO HA JIEKapCTBOTO 32 Maiikara.

4.7 EdeKxTH BLPXY cnocoOnocTTa 32 modHpane H paGora ¢ MAMARA

Manko BeposTHo ¢ Honeagexe aa Hapyms ciocoOHOCTTa Ha TALAEHTHTE Na OQHpAT HIH Aa
paborar ¢ ManmmnK. Benpexu Tora uMa crobmenns 3a yMopa npH ynorpedara Ha Honsageke u e
HeOOXOAHMO MOBHINIEHO BHHMAHKE MO BpeMe Ha modHpaHe WM IPH paboTa ¢ MAIITHHM, J10KATO
TE3H CHUMITTOMHM NPOTB/DKABAT.

4.8 Hexeann JeKapCTBeHH PeAKNHA

TabmuueH CHHCHK Ha HEXEIaHHTE peaKiiH

Ocpen ako He € yKasaHo Ipyro, Cle[IHUTe KaTeropHy 4eCTOTH ca H3YHCIIeHH oT Gpos Ha
HEXENaHHTe CHOHTHA, CHOOIOEHH NPH eHO rOJIAMO KIIMHHYHO H3lHTRaHe daza III, nposeneno
npu 9 366 nauMEHTKH B nocTMeHONaY3a ¢ onepabuieH pak Ha I'bPAATa, IeKyBaHH B
NPOARTKEHHE Ha 5 FOANHH, KaTo He € B3eTa NPeaBK, 4eCTOTATa B IPYNaTa CbC CPaBHHTEIHOTO
NedYeHHE HIH MHEHHETO Ha M3CNE0BATEISl OTHOCHO BPB3KATa C H3IHTBAHOTO JIEKapCTBO (OCBEH

4KO0 HE € YKa3aHo ApYyTo).

Hexenanure peakivi ce Kiacu(HMIMpaT MO 4YeCToTa M CHCTEMO-0praHeH Kinac. Kareropuure no
9ecTOTa ce AeHHHPAT M0 CJISHATA KOHBEHLMA: MHOTO 4ecTH (>1/10), yectr (>1/100 a0 <1/10),
HevuecTH (>1/1 000 no <1/100), peakn (>1/10 000 no <1/1 000), MHOTO penku (<1/10 000), ¢
HEH3BECTHA YECTOTA (OT HATMYHKTE JaHHH He MOXe Aa Oble HanpaBeHa OLICHKA).

TaGinna 1: Hexesann peaknin no wecToTa H CHCTEMO-OPraHen KJIAC

CHcTeMo-OpraneR Kiaac YecToTA HE HEXEIAHATE PEAKIHHA
HexxkeIaHA peaKnan

CroMamuo-qpeBHE HApYIIICHHSA

T'apene MHoro JecTi
Ilopprinane Yecn
Huapna YecT

3amek Yectn
TMaukpeaTur Hevectn
MeTaboansbM H XpaHeHe

3aappAKa Ha TEUHOCTH Muoro gectd
XunepxanureMna (Npy NAIHAEHTH ¢ KOCTHH Heuectsn
METACTA3H) .

Br3npon3BoAHTE/IHA CRCTEMA H T'HPAA

BaruHajHO KLpBEHE Muoro yectu




Barnnanno teueHie MHoro yecTH

Cupbex na BynBara Yecrn
IIpoMenn Ha eHOOMETPHYMaA (BKITIOYHTENHO Yecrn
XHIIEPIUIA3HA H IIOJIHITH)

Enpomerprosa® Penxu
KncTo3Ho yeenvyeHre Ha SiYHALIATE? Penku
Barunanam nosmnn Penxu

Koka H DOZK0OXKHA THKAH

Koxen o6pun MHmoro vdecTd
Anoneums Yectn
AHTHOEIEM Peaxu
Cuanpom Ha Cteebic-/DROHCHH Penku
KoxeH BackymaT? Penxu
bynosed nemdurons® Peaxu
Epurema myntidopme? Peaxu
TOKCHYHA enuaepManIHa HEKponH3a® Penxu
KoxeH Iynyc epaTemMaTosyc’ MHOTO peKkH
OGocTpsHe HA HaCNEACTBEH aHTHOEIEM C HEH3BECTHA MIECTOTA
CoaoBn

lopeiny BEIHK MHoro JecTH

O6mu Rapymesus u HApYIIeARS HA MACTOTO
Ha DPHICKEHHE

VYMmopa MHoro yectt
KpsB B aaMdRA cCHCTEMa

AHemus Yectn
TpomGolronenus Heuectn
JleBkonenns Heuectn
Heyrponeans® Peaxn
Arpanynonmrosa® Peakn
Hapymeuns Ba o9HTE

Karapakta Yect
PeruHONaTHA YecTH
3puTeNHH HAPYINEHHA Heuectn
ITpoMeHn B kopuesTa Penku
OnTHyHa HeBponaTus® Penxu
Hapymienns Ha HMYBEHATA CHCTEMA

PeaKii Ha CBPBXYYBCTBHTEIHOCT Yect
Hacrenpannsa

TToBHIIEHH TPHTANIIEPHAM YectH
MycKyJHO-CKeJICTHH H CheAHHRUTEANO-

ThKAHHHA

Crna3sM Ha nonuMTe KpaiHHIH Yecru
Muanrus Yectu

Heonnasmu — nofpoxkavecTaen,
3JI0KAYECTBEHH H Heonpeae/ieHH

MarouHu MHOMH YectH
Pax Ha enpoMeTpryMma HeuecTH
Marouen capkoM (IpeaHMHO cMeceHH Penxn

3noKkadecTeeHH Mioneposs Tymopn)




YcwiBaHe CHMITTOMHTE Ha TYMOpa Peskn

Hepsaa cHcTeMa

HexeMHYHH MO3BYHO-CHAOBH CHOMTHA Yecrn
I'naBobonue ' Yectn
I'nasozamaiiBane Yecnn
CeH30pHH HapyImeHHA (BKIOYHTEIHO Yectn
NapecTe3HA H ANCTEY3HA)

HeBpHT Ha 3pHTEIHHA HEPB Peaxn
IIcHXHYHH BApYIEHAR

Henpecus MHoro yectn
XenaToGRAEADHN HAPYIIEHHSA

IIpoMEHH B uepHOAPOGHHTE EH3MMH Yectn
YepHonpobua creatola Yectn
Iluposa Ha yepHHa apob Hewectn
Xemarur Penxn
Xonecraza® Penkn
YepHoapoOua HeaoCTaTHYHOCT? Penku
XenaTouenynapHo yBpexjane® Peaxu
YepHoapobua Hexposa® Peaxu
MuoxecTso COK TepMuuR

TpomboemGonmunn cLOHTHA, BRIIOYHTETHO Yectn

AuL6oKa BEHO3HA TPOMOO03a, MHKPOBACKYIAPHA
mbo3a 1 Genoapoben eMbonuapM

PecnBpaTOpHH, IPHABEE H MEAHACTHHAJIHA
HAPYIHeHAS

HHrepcTHIHANEH THEBMOHHT Hevectn

Bponenn, RacieACTBEHA H TeHETHIHH
HAPYIIEHAN

IMopdupHa xyranea Tapaa® MHoro peakH

YBpexaane, oTpaBsBe H DPONEIyPHA
YCIOKHEHAR

KBCHH TOKCHYHH IIPOABH crien obrhyBaHe” Msoro penxu

* Ta3n HeXeNaHa NEKAPCTRCHE PEAKINAS HE € ChoOMIeHa B rpynaTa ¢ Tamokchpes (n= 3 (94) Ha ropHOTO KIHHWHO
m3mHTBaHe. T4 ce croGmana 0Gade B APYry KNIHHHYHH MATIHTSANNHE WIH B APYTH H3TOuHMIM. YecToTaTa ¢ H3uMcieHs,
KaTo € H3NOI3BAHA INOPHATA rpaNHlla Ha 95% foBepUTEACH HHTCPBAJ 34 OICHKA Ha TOUKHTE (BB3 0cHOBa Ha 3/X,
KbeT0 X NpeAcTABNIABa 00MHS pasMep Ha H3BagKaTa, Harp, 3 094), Tora ce H3UHCIABA kKaTo 3/3 094, KoeTo cnana b
KOTErOpHA MeCTOTa “pelikn”.

® Topa ch6HTHE He ¢ HAOMOAABAHO B APYIH IMIABHH KIMHHIHHA npoyypanid. YecToTara € H3THCICHA 9pe3 HINOIIBAHE
Ha rOpHATa rpannna Ha 95% noscpureneH HHTepBan 3a mprOIM3HTE O OleHsBanaTa decToTa (Ha Oasa 3/X, xeaero X
npe/cTapaBa 0bmara roieMuHa HA #3BaIKkaTa ot 13 357 naumMenTy B rIaBHHTE KIHAKRYHA npoyypannA). Topa ce
H3THCIABA KATO 3/13 357, K0€T0 chOTBETCTRA HA KATETOPHA YECTOTH ,,MHOFO PEAKHA™.

HexenaHuTe peaxiuu MoraT Ja ce xiacH$HIMpaT MINH KATO PEaKiiHH, TH/DKAMH ce Ha
dapmMakonoruHOTO NeficTBHE Ha NEKAPCTEOTO, HANP. FOPEIIH BHIHH, BATHHATHO KbPBEHE,
BarHHAITHO TeYEHHE, ChpOek Ha By/IBaTa M 3ACHJIBAHE HA IIPONBHTE Ha TYMOPA, HJIH KaTo Mo-
00IIH HeXellaHH PeaKiHH, Hanp. CTOMAIIHO-YPEBHA HETIOHOCHMOCT, IMaBoGoANe,
rnaBo3aManBaHe H NOHAKOTA 3aJPHiKKA HAa TEYHOCTH H aioTelHs.

Korato Te3n HeenaHH peakiiH ca TexKH, Moxe GH 116 MOTaT J1a c¢ KOHTPOMIEPAT TIPOCTO upes
HaMandsaHe Ha n03aTa (1o He no-manko ot 20 mg ua aen), 6e3 1a ce 3aryBu KOHTPON HAA




3a00NABaHETO. AKO HEKENAHHTE PCaKLHH HE OTHEYMAT ClIeA NPpeANPHETHTE MEPKH, MOKE 1A CE
HaJ105KH CHHpAaHE Ha JICYEHHETO.

HMa crobutenns 3a kokHH oOpHBH (BKIIIOUBALIM PEOKH ClyYaM HA epHTEMa MyNTHHOPME,
CHHIPOM Ha CrmugbHC-JHCOHCHH, TOKCHYHE €THACPMANHA HEKPOITH3a, KOXKEH BaCKYJIHT H
Gynosen neMpHron) ¥ YECTH PeakiMM Ha CBPBLXUYBCTBHTENHOCT, BKIIOYBAIIH AHTHOEIEM.

Crobimasanm ca cirydan va 060CTpaHe Ha AHTHOEREMA NPH NMALMEHTKY ¢ HACIIEACTBEH
aHruoenem, npreMaty Honeapekc.

HeuecTo nauHeHTKH ¢ KOCTHH METAcTa’H Pa3BHBAT XHIIEpKANLHCMHA NPH 3AN0YBAHC HA
NCYCHHCTO.

Ilpu nawuenTin, ynotpe6asamy Honpanekc 3a NeveHHe Ha KAPLHHOM Ha IbpJATa, €
HabnonaBano HaMangBade Ha 6post ra TpomGoumTiTe, o6HKHOBEHO A0 80 000 — 90 000 Ha MM?, a
HOHAKOra H NoBEYE.

Ilpu naiupenTn, neKysanu ¢ Honsazeke, ce ONMCBAT CTy4aH Ha HAPYIIEHHE HA 3PEHHETO,
BKJIFOYHTEIHO PENKH CHOOIIEHHA 32 MPOMEHH B KOPHEATA H YECTH CHOOIICHUS 32 PETHHOMATHA.
Yecto ce chobmasa 3a KaTapakTa BeB BPB3Ka ¢ NpHiaraneto Ha Honeazexc.

CroblaBaHH ca CIyYal Ha ONTHYHA HEBpONATHA H HEBPHUT HA OYHHA HEPB NPH NAIHEHTKH,
NpHEMALITH TaMOKCH(EH, KaTO NPH MaTEK 6poii OT CITyyaHTe € Bh3HHKHAIA CIeNoTa.

Yecro ce chobinasa 3a ceHI0PHH HapylIeHHs (BKIIOYHTENTHO TAPECTE3HA H AMUCTeY3HA) NpH
NaLHeHTH, NnpueMamy Homsanekc.

HMa cpo0menns 3a MATOUHH MHOMH, CHIOMETPHO3a H APYTH MPOMEHH HA CHIOMETPHYMa,
BKIIOYHTEAHO NOJAITH H XUITEPIUIA3HS,

MHoro yecto ce chobiaBa 3a AenpecHs, cebp3ana ¢ ynorpebara Ha Hompanexc.

Psaaxo ce HabmonaBaT KMCTO3HH OBapHATHE o6pasyBaHHs IIpy xeHM, nomydapamy Honsanekc.
IlpH xewn, nomyyasamy Honeanexc, psako ¢a HabMOAaBaHH BarHHATHH [OJIHITH,

HeuecTH ciyuan Ha pak Ha eHIOMeTpHyMa M PEAKH CITydal Ha MATOUEH CAPKOM (NIPETHMHO
CMECEHH 37I0kauecTBeHH MiosiepoBH TyMopH) ca 61 cBBp3any ¢ iedeHHeTo ¢ Honmeanekc.

Mpeoro paaxo, npu naupneHTH, nonyuasamyu Honpagekc, ¢ HabMmoAaBaH KOXeH Iy
€PHTEMATO3YC.

MHoro psanko, npu nauueHTH, nonyyasamy Honeazeke, e nabnionasana nopgupus kyTaHea
TapHa.

Cnen npunoxenne Ha HonBaneke e 6una HabmoaaBaHa JieBKOTIEHHA, TIOHAKOTa BBB BPB3Ka ¢
aHemus WuH TpombonuToneHns. B penxn caydan ce ¢ho6LaBa 3a HEYTPONEHH, KATO
TOHAKOr'A TS MOXE fia GbJie Texka H ce choOINaBa 3a peIKH CITy4aH Ha arpaHyIoLWMTO3a.

HMma nannwm 3a HCXeMHYHH MO3BYHO-CHIOBH H TPOMOOEMGOIHTHN CHOMTHA, BKIIIOUHTE




Homeagexe ce u3nomspa B KOMGHHALMA ¢ LIMTOTOKCHYHM ATEHTH, CHIIECTRYBA MOBUILEH PHCK OT
BB3HHKBaHE Ha TPOMOOEMGOIMYHH HHUMACHTH.

Crobmasano € 4ecTo 3a KpaMImM Ha AONHHUTE KPAHHULW ¥ MHAIITHS NPH NALMEHTKH, [10TyJaBalli
Honeazexc.

Heuecro uma cho6Gmenns 3a ciy4aH Ha HHTEPCTHLHAJICH THEBMOHHT,

Ipunoxennero na Honeageke ce CBBP3Ba ¢ NPOMEHH B YEPHOAPOSHHATE EHINMH U ¢ PEIHLA IO~
TEXKKH HEPHOAPOOHH HapyLeHHd, KOHTO B HSKOH Cilydau ca 61im (aTaiHy, BKIIIOYHTETHO
MacTHa JETeHepallHi, X0IeCTasa H XeNaTHT, YepHOApoOHA HEIOCTATHYHOCT, HHPO3a H
XEIMaToLeNyIapHO YBpeA/aHe (BIIIOYHTENHO YepHOApoOHa HEKPO3a).

Yecto MOBHIOCHHE HA HHBATA HA CCPYMHHTE TPUIIHLIEPHH, B HIKCH C/TYYaH ¢ TTAHKPCATHT,
Moe fia ce chbpke ¢ ynotpebata na Honsagekc.

¥YMoOpa e AoKNaABaHA MHOIO YecTo NpH NauMeHTH, npHemManm Honpazneke.

K5CHH TOKCHYHN nposBH cie 06TbUBaHe ¢a HAGMONaBAHE MHOTO PAIKO IIPH NALIHEHTH,
npuemamy Honsapexkc,

Crobmapane Ha N003HPAEE HEXKENARH PeaKNBH

CrobmapaneTo Ha TONO3MPAHH HEXEJIAHM PEAKLHH CJIE/ paspelliaBaHe 3a ynoTpeba Ha
NEeKapCTBEHUA NMPOIYKT € paxkHo. Tora mo3sonsApa Aa NpOAB/DKH HabmoIeHHeTo Ha
ChOTHOLIEHHETO NMOA3A/PHCK 33 JIEKAPCTBEHHA NPOAYKT. OT MEOMWHHCKUTE CMELHATHCTH Ce
H3HCKBA J1a ChOOIIABAT BCAK MONO3HPAHA HEXENAHA PEaKIHA J0:

Buarapas

HsmuannTensa aresums no fAekapcTeaTa
yai. Jlamsau Fpyes” Ne §

1303 Codus

Ten.: +359 2 8903417

yebeaiit: www,bda.bg

4.9 Ilpeno3npane
Teoperuuro, Moxe Aa ce o4akpa, Y€ IIPH NApe03HpPAaHE 1liE CE 3ACHIAT TOPECTIOMEHATHTE
AHTHECTPOTEHHH HeXeNaHH peakuH. HabmoneHus npy >kHBOTHH MOKA3BAT, Ye MHOTO TEXKO

nperozupase (100-200 meTH Haa NpenopbYBaHHTE AHEBHH JO3H) MOXKE Aa MPEAH3BHKA
eCTPOrcHHH edexTy.

HMa cpobinenna s nurepatypara, 4e Hongagexc npHeMan Hal oOHYAHHATA 032 € BR3MOXHO /13
Joeene ao yeenyuapaHe Ha QT nrarepsana na EKT.

Hama cneupduven anTHROT Npu npeosupane U JieveHreTo TpaGBa na 6bae CHMITOMATHYHO.

5. DPAPMAKOJOTrHYHH CBOMCTBA

3.1 GapmMakosAHAMEYHE CBOHCTBA




(DapMaKoJIOTHYHA IPyNa: GHTH-ECTPOTreH 'ATC xox: LO2BA 01
DapmakoAHHAMIIHE eheKTH

Honsanekc € HECTEPOHIHO NIEKapCTBO, Ha §a3aTa Ha TPH(GEHIIETHIEH, KOSTO N0KA3Ba CIIOKEH
CIEKTHP OT (papMaKkoNOruHH eeKTH Ha AaHTATOHHCT K nojobHe Ha arOHMCT Ha eCTPOreHa B
paznuyHHTe ThKaHH. [IpH nauMeHTKHTE ¢ pak Ha rePAaTa Ha TYMOPHO HHBO TaMOKCH(eH nekicTpa
NpPeIHMHO KaTO aHTHECTPOTEH KATO MpeIOTBPATABA CEEP3BAHETO HA ECTPOreHa ¢ ECTPOrCHOBHTE
PELENTOPH. B KIMHHYHM yCnoBuA € YCTAHOBEHO, Ye NPHI0KEHHETO HA TAMOKCH(EH BOIH JI0
HaMaJIsBaHe Ha OOLIHA XoNnecTepon B KPLBTa U Ha JIANICNPOTEHHHUTE ¢ HACKA ITLTHOCT OT
nopageka Ha 10-20% niph xeHH B nocTMenonaysa. OcBeH TOBa HMa CHODIIEHH, Y€ TAMOKCHOEH
NOAABPXKA MHHEPATHATA [UTBTHOCT Ha KOCTUTE [PH KEHH B IOCTMEHOTIAY34.

KnnHuyHa edMKacHOCT H Ge30MacHOCT

IIpoBeneHO € HEKOHTPOJTHPAHO MPOYYIBAHE TIPH XETEPOTEHHA Ipyna oT 28 MOMHYETa Ha Bb3pacT
ot 2 xo 10 roguuu cse cunapom Ha McCune Albright (MAS), xouTo ca nomydaeans TamokcHen
20 mg BeOHBX AHEBHO B NpoxLDKeHKe Ha 12 Mecena. Cpea NALMEHTKHTE, ChOOIIMIH 32
BarHHAJTHO KbPREHE 10 BpeMe Ha NiepHoJIa, peauIecTanl npoy4saneto, 62% (13 ot 21
NalHEHTKH) Ca ChOCIBTH 34 JIMICA HA KbpBEHE npe3 6-Meceunns nepuoA M 33% (7 or 21) ca
CHOOIIIIH 32 JIHNCA HA KEPBEHE N0 BpeMe Ha npoy4BaHeTo. CpeAHHAT o0eM Ha MaTkaTa ce e
YBEITHYHI clleft 6 Mecelia JieueHHE M ce € YIBOM B KPas Ha €IHOTOJHIIHOTO MPOyYBaHe.
BuripexH, ue Te3u ZaHHH CHOTBETCTBAT HA (papMaKOIMHAMHIHHTE CBOHCTBA HA TaMOKCH(eH, He e
funa ycraHoBeHa MPUYHHHO-CIIEACTBEHA BPB3Ka (BXK. Touka 4.4). Hama auarocpoyHH faHHH 33
GesonacHocT npu aeua. B wactHocT, ARATOCpOUHHTE ediekTH HA TAMOKCH(EH BEPXY pacTexa,
mybepTeTHHA nepHo H o0LHOTO pa3sBUTHE He ca GIWIH NpoyJIBaHH.

CraryceT Ha nomMopduzsm Ha CYP2D6 mMoxe aa 6bae cBBp3aH ¢ BApHAOHIHOCTTA Ha
KJIHHHYHHSA OTTOBOP KBM TaMokcu(pen. Ctatyc Ha GaBHM MeTabonu3aTopH Moxe na 6bne
CBEP3aH ¢ HamaseH oTroBop, [ToCIeACTRHATA OT Te3H Pe3YIITATH 34 JieYEHHETO Ha O6aBHH
CYP2D6 meTaGoNH3aTOpPH HE ¢a HAITBITHO H3ACHEHH (BK. ToukH 4.4, 4.5 1 5.2).

Tenorun CYP2D6

HanuuHuTe KNMHHYHH AAHHH NMOKA3BAT, ¢ MALMEHTKH, KOHTO ¢a XOMO3HIOTHH [0
HedyHkumonnpainu CYP2D6 aneau, Moxe 3 MMaT HaMaeH edekT Ha TAMOKCH(EH npu
JIeYCHWE Ha paK Ha repara.

Hanuusure KIKHAYHA W3NATBAHKA Ca IPOBENEHH IIPEIHMHO MPH JKEHH B IOCTMEHOMNAY3a (BixK.
Toukm 4.4 1 5.2).

5.2 ®apMaKOKHHCTHYHH CBOHCTBA

Abcopbums

Cnen opanno npunoxenne, Honmpanekc ce pesopGipa 63p30, KATO MAKCHMAIHHTE CEPYMHH
KOHLUEHTPAUHM ce NOCTHTAT cief 4-7 yaca. PasHoBecHHTe KoHUeHTpausH (oxono 300 ng/ml) ce
JOCTHIAT CIIefl YeTHPH CEOIMHIHO JieueHHe ¢ 40 mg XHEBHO.

Paznpenenenue
JlexkapcTBOTO ce CBBP3BA BHB BUCOKA CTENEH CBC CEpYMHEA anbyMuH (> 99%).

Bn chopm:
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MeraGonusnpa ce Upe3 XHAPOKCHINPaHe, AEMETHIMPAHE H KOHIOraLHs, KATO Ce NoJy4aBaT
HAKONKO METabONNTA, KOHTO HMAT CpofieH (apMakoOTHueH POdHI C H3XOTHOTO CheJHHEHHE H
10 TO3H HaYHH KOTMPHHACAT 33 TEPANEBTHUHHA eeKT.

Tamokcuen ce meraGonmanpa npeanmuo upez CYP3A4 1o N-geMeTi-TaMoKCH(peH, KOHTO no-
HaTaTex ce MeTabomusupa or CYP2D6 no apyr akmieen merabonut enpokcude. Ilpn
NAUMEHTKH, NPpH KoHTO nHncea eH3MMET CYP2D6, koHIeHTpauMpTe Ha eHAOKCHeH ca
TIPHOHIHTENHO CBC 75% MO-HHCKH OTKOJIKOTO IPH NALMEHTKH ¢ HOPMaiHa AKTHBHOCT Ha
CYP2D6. IIpunoxennero Ha MolHM MHxHOuTOpH Ha CYP2D6 HaMansBsa HHBaTa Ha
LIHpKY/THpall ¢eHaokcHdeH B moaoOHa cTeneH.

Enum ane

ExckpermaTa ce H3pLpUIBa MPeAHMHO C (PEKANMHTE H STHMHHAIMOHEH MOJTY-KHUBOT, H3YHCIIEH 3a
caMus NPEnapar, ¢ NpuOIH3HTENHO CeleM AHHM, I0KATO TO3H Ha N-feameTHnramMokcH(eHa,
OCHOBHHY LMPKyaupain MeTabonHT, e 14 nHM.

B k1HHHYHO NpoyYBaHe MpH MOMHYETA Ha BE3pacT Mexay 2 ¥ 10 roauHM cb¢ CHHIPOM Ha
McCune Albright (MAS), kouTo ca nonyuasanu TamokcieH 20 mg BeAHEXK AHEBHO B
npoAbDKeHHe Ha 12 Mecena, ce OTKpHBa BE3PacTOBO-3aBHCHMO NIOHIDKEHHE Ha KIHPBHCA H
nopxiiaBane Ha excnosnmmara (AUC) (cue croiiHocTH A0 50% no-BHCOKH NpH HAlf-MATKHTS
NALHEHTKH) B CPABHEHHE ¢ BH3PACTHUTE,

5.3 IIpeAxTHAAYHE JAHHH 32 GelonacEocT

TamoxchdeH e € 61n MyTareHeH IpH peIHIIA TECTOBE 32 MyTaTeHHOCT in Vitre H in vivo.
Tamokcadied € 61 reHOTOKCUTEH NPH HAKOH TECTOBE 34 FeHOTOKCHYHOCT BBPXY IPH3a4YH

in vitro W in vivo. lIpH MPOXBLKMTENIHO NPHIOKEHHE ce choOIaBa 3a TYMOPH Ha FOHAAHTE NPH
MHIIKH H YEPHOAPOGHH TYMODH MpH MALXOBE, NOMy4asaity Tamokciden. Kitnamanoto
3HA4YEHHE HA Te3HU HAXOXKH HE € H3BECTHO.

Tamoxcmbeﬂ € JICKapPCTBO, MPH KOCTO € NONYUCH IMHPOK KIIHHHYCH OTIHT. CroTrBeTHATa

uHHGopMaIKa 3a NpeANHCBALINA JeKap € JafieHa Ha Apyro MacTo B KpaTkara xapakrepHCTHKA Ha
MpOXYyKTa (BK. Touka 4.6).

6. PAPMAIIEBTHYHH NAHHH
6.1 CngchbK HA NOMOIMAATE BEUIECTBA

Kpockapmenosa Hatphit USNF
Xenatue B.P.
Jlakrosa Ph. Eur,

Maxkporon 300 B.P,
Marnesmes creapar Ph. Eur.

Llapesnyno Humecte Ph. Eur.
MeTunxaapokcHnponunuenynosa USP
Turanos nuoxcua Ph. Eur, (E171)

6.2 HecLBMECTHMOCTH

He ca w3BecTHH.
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6.3 Cpok na rognocy
5 roguH”.
6.4 CnensanHg YCIOBAS HA ChXPAHEHHE

Ja ce cexpanssa nog 30°C,
Jla ce chXpaHABa B OPHIHHAIHATA OMAKOBKA.

6.5 Bua B chaLpAKARNE 32 ONAKOBKATA
AsymHnHeBH OnHcTepH 1o 10 TaGreTku M BTOpUYHA ONAKOBKA, ChABpxAINa 50 TabneTkn.
6.6 Cnenuannn DpeNa3HH MEPKH NPH HIXBLPARHEE B paGoTa

Ja ce ynotpebasa cniopen yka3aHHATA HA IPeAHCBALHSA JeKap.

7. MPUTEXATEJ HA PAZPEINEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertilje

Ieermn

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

20000509

9, TATA HA ITBPBO PA3PEINIEHUE 3A YIIOTPEBATIOMHOBSBAHE HA

PASPEIIEHHETO

2000-08-15/2011-03-29

10. NATA HA AKTYAJIM3HPAHE HA TEKCTA
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