KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHWSA IMTPOAYKT

Honsanexc 10 mg dunmupany tabnerku
Nolvadex 10 mg film-coated tablets

2. KAYHECTBEH H KOJIHMECTBEH CHCTAB
Tamokcudenos uutpat Ph. Eur. 15,2 mg, exBuBanedTeH Ha 10 mg Tamokcuden (famoxifen).

[ToMOUIHO BELLECTBO C U3BECTHO AcHCTRHE: TaKTO34.
3a NBIHHA CMUCHK HA NOMOLWHHTE BellleCTBa BHXXTE Toyka 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana rabnerka

benu 110 CBETIIO KPeMaBH, KPbIJIH, ABOHHOM3IBKHANHY TaGIETKH, MADKAPaHH OT eIHaTa CTPaHa u 6e3

MapKHpOBKa OT JIpyrara.
NSMTBIIHATENHA ATEHURA NO NEKAPCTBATA

Kpames XaparmapuUCrRme Ha npogyxama - Fipusoxewe |

Koat Pag. Me .;&0 UUUQY,X{J ....................
207 -0 026

4. KIMHAYHHA JAHHHU

4.1. TepaneBTHIHH NOKAIAHAA

HoaBanekc e mokasaH 3a JedeHUe HA KAPLUMHOM Ha MbpaaTa.

AR Api s anl R R Rd KA PR A DS

4.2.1o3MpoBKa H HAYHH HA NPHJIOKEHHE

ED?.H POBKA

Buv3pacmuu

IIpenopbuBaHata AHeBHa 0033 TaMokcHbeH e 20 mg. ONUTLT ¢ MO-BHCOKH J03M HE € AEMOHCTpHUpa
AOMBJIHHTEJIHA NOJ13a KATO 3a0aBeH PELIMANB WK MOBHLIEHA NTPEKUBAEMOCT.

Hsama criuecTseny faHHH 3a neyenue ¢ 30-40 mg nHeBHO, BBITPEKH, Y€ TE3U AOZUPOBKH Ca U3NOI3BAHH
[PpYA HAKOW NALHEHTKH C HANpeAHaA cTagui Ha Sonecrra.

llayuenmu 6 cmapuecka ev3pacm
[Tomoben pexxnM Ha 103WpaHe € NpunaraH NpH NaLMEHTKH ¢ KapUXHOM HA I'bpAaTa B HaMpeaHaa
BB3pacT, KATO NPY HAKOH OT T€3H MALKMEHTKH TOBa e Oua eAMHCTBEHATa Tepanus.

Heduampuuna nonyrayus
He ce npenopbusa npunoxeHuero Ha Honsaneke npu aeua, Thit KaTo 6€30MacHOCTTA U ePHUKACHOCTTA
HE Ca YCTAHOBEHH.

Hauuld Ha OpUIIOKEHHE
3a nepopanHo NPHIOKEHHUE.

4.3.IlporHBOnokazanng

Honeanekc He Tpabsa na ce npunara no speme Ha 6peMeHHOCT. UMa Mambk bpoii ¢bob
CHIOHTAHHH abopTH, BpoaeHH MandopMalMH U deTanHa CMBLPT MpPH XEHH, JEKYBaHH ¢
BBIIPEKH Y€ NPHYHHHO-CNEACTBEHA BPb3Ka HE € YCTAaHOBEHA (BXK. M To4Ka 4.6).

HosiBagekc He Tpaﬁaa ca ¢ npueMa OT NALUUECHTH ¢ H3BECTHA CBPBLXYYBCTBHUTEITHOCT KBM I
HAKOE OT NOMOLLHUTE BEILIECTRA. '



4.4. Caenma/IHA NpenynpesKIeHHN H CICNHATHH NPeANA3Ed MEPKH NPK yrnoTpeda
Ilpu yacT OT xeHUTE Npean MeHONay3a, nojy4asawiyd Honsaseke 3a nedeHre Ha KapLUMHOM Ha IbpIara,
C€ MOTHCKa MEHCTPYaLUATA.

[lpu nevenne ¢ Honeajeke ce chobuiapa 3a NoBUIIEHa YeCTOTA Ha PaK Ha €HAOMETPHYMa M MaTOuYeH
capkoM (MpeIHUMHO CMECEHM 3JI0KadYecTBeHH Mioneposu Tymopu). MexaHM3MbT Ha BB3HHUKBAHETO MM
€ HEU3BECTECH, HO MOXE OH € CBBP3aH ¢ ecTporeHHo noaAoOHUTE cBokicTea Ha Honeaneke. [laumeHTkuTe,
KOMTO NMpHEMAaT WU ca npueMaiu Honsaaeke U 3a TIX ca JOKNAIBAHH HEEeCTECTBEHH I'HHEKOJIOTHYHH
CUMITTOMH, 0COOEHO BarMHANHO KbPBEHE, HapylLEHHE HA MEHCTPYATHHA LIMKBJI, yCelllaHe 3a BarHHalHa
TeXEeCT ¥ OOJIKM B Ta3a WK HanpexxeHue TpaOBa He3abaBHO na 6bAAT NperneaaH.

Ipu nawmeHTH ¢ HacneACTBEH aHrnoeaeM, Honsaneke Moske ia mpeau3Brka WNH 060CTPH CHMITOMUTE
Ha AHTHOEAEM.

Ipn KIMHMYHUTE U3NHTBAHHS, CNejt JIEYCHHe HA NAUMEHTKATA ¢ TAMOKCHGDEH 1o NMoBox KapLUYHOM Ha
rbpaata, ¢a HaO/MOAaBaHH HAKOH BTOPHYHWH TYMOpPH, MOSBABALIM CE Ha OPYTH MECTa OCBEH B
€HIAOMETPHYMA M JApyrata ropAa. He ¢ ycranoBeHa NpUYMHHO-CAEACTBEHA BPB3KA M KIMHHYHOTO
3HAUYECHHE HA TE€3H HADNIOOEHUA HE € ACHO.

BeHoseH TpoMboembonninbm

* PucKBT OT BeHO3eH TPOMOOEMOONH3BM Ce € MOBHIUWI OT ABA A0 TPU MBTH NPH 3APaBH NALIHEHTK A
NEeKyBaHH ¢ TaMokch(eH (BX. Touka 4.8).

o Ilpu usnuceane Ha Honesanekce nekapure Tpa6Ba BHUMATENHO 12 Pa3MMTEAT 33 HAIMYKE HA CeMeitHa
OOpEMEHEHOCT C BeHO3eH TpoMOoeMOoIH3bM. AKO HMAa CEMHEHMS 3a MPOTPOMOOTHYEH PHCK,
nauueHTHTE TpAOBA na ObhaaT ckpuHHpaHH 3a TpoMGodunHu dpakropu. [NaumeHTH, YHHTO pe3yaTaTH
ca MO3UTHBHH, TPAOBa Na ObAT KOHCY/NTHPAHH BBB BPb3Ka ¢ TpOMBOTHUHHA puck. PewrenueTo 3a
MpUIaraHe Ha TAMOKCH(EH NpH TE3H NAUWEHTH TpA6Ba Ja ce ¢boOpa3M ¢ LATOCTHMA PHCK 32
nanueHTa. llpn onpeneneHw nanneHTHM eaHOBpeMeHHara ynoTpebata Ha TaMOKCHeH c
MpOPHUIaKTHYHA AHTHKOATYJIAHTHA TEPanusa MoXke Aa Onae onpasaaHa (BxK. Touka 4.5).

* Pucker or BTE ce nosumasa npu Texkka hopMa Ha 3aT/ILCTABaHE, C HaNpeABaHe HA BB3pacTTa 1
BCHYKH ApYTry pucKoBH ¢axropu 3a BTE. Puckbr n nonsure 1pabea ga 6baaT B3eTH NOK BHUMAHME
NpH BCHYKH MALMEHTH MPEIH JICYCHHE ¢ TaMOKCHpeH. IIpu mauyeHTkH ¢ KapLMHOM Ha rbpaarta
PACKBT € TMOBHINEH W OT CBIOBTCTBAlLIA XUMHOTepanus (Bxk.touka 4.5). [IpoabmkurenHa
aHTUKOAry/laHTHA NMPOoQHIAKTHKA MOXe Ja Oble OnpaBJaHa 3a HAKOW TMALUHEHTKH, KOHTO Ca ¢
MHOXe€CTBO pHCKOBH dakToph 3a BTE.

* Onepaiys H 00e3aBHXBAHE: ICUCHHETO C TaMOKcHpeH TpsabBa aa 6bae NPEeyCTAHOBEHO CAMO AKO
PUCKET OT TaMOKCU(eH HUHOyUMpaHa TpoMbo03a SCHO HAAXBbP/IA PHUCKa OT MPEKBCBAHE HA
nedeHHeTo. BeHukK nalMeHTH TpAGBa Ja MOMydaT MOAXOAAWA Tepanus 3a mpobisiakTiaka Ha
TpoMOO3a, KOATO [Ja BK/HOYBA KOMOPECHBHM 4Opamd 110 BpeMeé Ha GOTHHYHUA TIPECTOMH, MO
BB3MOXHOCT PAHHO Pa3/IBUXKBAHE M AHTHKOArYJIAHTHO JIeueHHeE.

¢ Ako ce Habmonasa BTE, tamokcuden Tpabea ma 6bae He3abaBHO NPEYCTAHOBEH M Ja Ce
APEANPHEME NOAXOAALIO AHTHTPOMOOTHYHO NeyeHHe. PeleHHeTo aa ce NMOAHOBH TeparnuAaTa ¢
TaMokcudeH TpadBa Ja ce B3eMe ciieJl OUEHKA Ha LAJOCTHHS PUCK 32 NALMEHTA. [Ipu onpepenenu

NallMeHTH € ONpaBlaHo NPOAB/DKABAIIO AEHEHHE ¢ TAMOKCH(EH ¥ NPOABKUTEHA PO HIAKTHKA
Ha BTE.

e Bcuuky nauueHTH TpaOBa na ObAaT NMOchbBEeTBAHM Jia ce CBBPXKAT C AEKyBalllMi CH JieKap, ako
zabenexaTt cumntoMy Ha BTE.




Ha €IHOTOAMIIHOTO Mpoy4eaHe. BLNpekH, 4e Te3n JaHHH CBOTBETCTBAT HA (hapMaKOAMHAMMYHUTE
CBOMCTBA Ha TAMOKCH(EH, He € 61ila yCTaHOBEHA NPHYHHHO-CIIEACTBEH Bpb3Ka (BX. Touka 5.1).

B nauTepartypara e nokasaso, ye 6aBHuTe CYP2D6 MeTabonn3aTopy MMAT NOHIWKEHO MJIA3MEHO HHBO
Ha eHAOKCH(IEH, eIMH OT HaH-BaXKHHTE aKTHBHH MeTaGoMTH Ha TaMoKcHdeH (BxK. Touka 5.2).

EnHOBpeMEHHOTO MpunoxeHue ¢ nekapcTsa, kouto HHxubupatr CYP2D6, moxe na gopene no
HaMaJICHH KOHLIEHTPALMK Ha aKTUBHUS MeTabonuT eHaokcubeH. [lopaau ToBa, MOIIHHTE HHXHOHTOPH
Ha CYP2D6 (Hanp. napokceTuH, QpayoKCETHH, XMHHIMH, UMHAKAILET Wik 6yNponuoH) TpaGea aa ce
H30ArBaT, KOraTo € Bb3MOXKHO, [10 BPEME Ha JICUECHHUE C TaMOKCU(EH (BK. Toyka 4.5 u 5.2).

Honsanexkc cvabpxa naxrosa. [TauueHTy ¢ peAkH HacieACTREHH 3a60ABaHUA KATO HEMOHOCHMOCT KBM
ranaxkrosa, Lapp nakrazHa HeIOCTAaTBYHOCT WM MIHOKO30 ranakTo3Ha Manabcopbums He Tpabsa aa
MPUEMaT TOBa JICKapCTBO.

BB Bpb3ka ¢ nevenueto ¢ HonBaneke ce cnoblana 3a TexKH koxHU Hexenanu peakimu (SCAR),
BKJIORHTEIHO CHHIPOM Ha Stevens-Johnson (SJS) u TokcuuHa enuaepmanda nexkponusa (TEN), kouto
Morar Aa ObIaT XMBOTO3aCpalIABallM M ¢ eTaneH usxon. [pu npeanycBane nalueHTHTe TP6Ba Aa
6baaT HHPOPMHUPAHH 3a NPH3HALMTE H CHMITTOMHTE H 1a 6baT HabMoaaBaH¥ BHUMATENHO 338 KOXKHH
PeaKUHMH. AKO Ce NOABAT NIPU3HAUK M CHMIITOMH, NOKa3aTe/IHy 3a Te3u peakunu, Honsaneke Tpabea
He3a0aBHO N1a ce MpeKpaTH U Aa ce OOMMCIIM anTepHaTUBHO JieueHUe (crmopen cnydas). AKO MpH
ynotpebara Ha HonBazieke maLBeHTLT pa3Bue cepuo3Ha peakuus, kato Hamp. SJS wiu TEN, neuenuneto
Ha nauyeHTa ¢ Honeagekc He TpaOBa noeeye 1a ce NOIHOBsARA.

[Ipy nauMeHTH C HacNeNCTBEH AHTHOEAEM TAMOKCH(EH MOXe Ja MpPEeaH3BUKAR WK Ad obocTpu
CUMITTOMUTE Ha aHTHOEIEM.

4.5. BzaumMoaeHcTBHS € IPYrH JJeKapeTBeHH NPOAYKTH H APYrH GOpMH HA BIaHMOeHCTBHE

Koraro HonBaaeke ce npunara B koMGHHALMA ¢ KYMapHHOBH aHTHKOAry/aHTH, aHTHKOArYJIaHTHOTO
JICHCTBHE MOXE Jia ce 3aCHNM 3HauuTeNHO. [IpH enHoBpeMeHHa ynotpe6a Ha TAKMBA MpenapaTH Ce
NpenopLYBa BHUMATEIHO HaOIOAEHHE Ha NALMEHTKHUTE.

Koraro HonBanekc ce usnon3sa B KOMGHHALNS ¢ UMTOTOKCHYHH reHTH, ChILECTBYBA NOBUIIEH PUCK
OT Bb3HHKBaHE Ha TpOMOOeMOONHYHH MHLUMOECHTH (BX. ¥ Touka 4.8).

IpunoxeHneTo Ha TaMokcHeH B KoMOHHALIMA ¢ ApOMAaTa3eH HHXHOUTOP KaTo aAI0BAHTHA TEPATIUs He
€ TIOKa3alo noJoOpsBaHe Ha ePHKACHOCTTA B CPABHEHHE CBHC CAMOCTOATENHOTO MPHIOXKEHHE Ha
TaMOKCHUpeH.

T'sh kato Honeaneke ce Merabonmsupa ot uutoxpoM P450 3A4, HeoOGxomuMo € BHUMaHHKE, KOraTo Toii
C€ npuiara €IHOBPEMEHHO C IeKapCTBa KATO pU(PAMITHLIMH, 332 KOUTO ce 3Hae, Y€ MHAYLIMPAT TO3H €H3HUM
H HUBaTa Ha TAMOKCH(eH ce NoHwkaraT. KTMHHYHOTO 3HaYEHHWE HA TOBA MIOHMIKEHHE HE € H3CIEOBAHO.

(DapMakOKHHETUYHH B3aUMOAEHCTBHA ¢ uHxuGuTopu Ha CYP2D6, npu kxouto ¢ HabmomapaHa
PCAYKUMA Ha I[UIa3MEHMTE HHBA HA AKTUBHHA MeETabO/MMT Ha TaMOKCH(eH - 4-xydroxy-N-
desmethyltamoxifen (ennoxcudeH) ca chobliaBaHy B TUTEpaTypaTa.

B nuvrepaTypata ce chobuiaBa 3a GapMaKOKHHETHYHO B3aUMOJEHCTBHE C uuxubutopu Ha CYP2DS,
BOAELLIO B0 65-75% HamaneHHe Ha TUTa3MEHUTE HUBA Ha €1HA OT [10-aKTHBHUTE (hOpMH Ha JIeKapLPBoTe
T.€. €HIOKCH(QEeH. B HakoM KIMHWYHM H3INWTBAHHA ce cLOOIABA 33 HaMaieHa ecbmc /
TAMOKCH(EH NPH efHOBpeMeHHa ynotpeba ¢ Hakod SSRI aHTHAenpecanTH (Harp. napokde 31
KaTo HE MOXE [a C€ M3KITIOYH HaMaleH e(eKT Ha TaMOKCH(EH, €IHOBPEMEHHOTO npmmﬁc
HHXHOHTOpH Ha CYP2D6 (Hanp. napokceruH, ¢uiyoKCeTHH, XMHHIMH, LHHAKanLeT Wid|6xri Qi
Tpa0Ba Aa ce n3bArea, Koraro e Bb3MOXHO (BxK. Touka 4.4 u 5.2).
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4.6. @epTHANTET, OpEMEAHOCT H KbpPMeEHE

bpeMeHHOCT
HonBaaekc He TpaOBa na ce npwiara no BpeMe Ha OpemeHHocT. UMa Mannk 6poii cboblueHus 3a

CIIOHTaHHH abOpPTH, BPOJEHH ManpopMaluu U peTanHa CMBPT NpH XKEHH, JeKyBaHu ¢ Honeagekc,
BBIPEKH Y€ He € OMa yCTaHOBEHA MPHYHHHO-CNIEACTBEHA BPb3Ka.

PenponyKTHBHHTE TOKCHKOJOrHYHH M3CIEIBAHMA MPH TUILXOBE, 3aiillM U MAlMyHH HE ca MOKa3al
TePaTOr¢HEeH MNOTEHUHA.

I1pn Moaenupate Ha pa3sBHTHETO HA (QETATHHSA PENPOAYKTHBEH TPAKT BLPXY FPH3a4H, IPUIaraHeTo Ha
TAMOKCH(eH ce CBbp3Ba C TNpPOMEHH, TOAOGHM Ha NPOMEHHWTE, NPHYMHEHH OT €CTPamHo,
eTUHHIIeCTpanuol, KnomudpeH ¥ guetwictadecrpon (DES). Berpeky de wWIMHMYHOTO 3HaYeHHe Ha
TE3M NPOMEHH € HEU3BECTHO, HAKOH OT TAX, 0c00€HO BarMHanHata afeHo3a, ca noaoGHH Ha NPOMEHHKTE,
HaONI0aBaHH B MJIaJIM >KEHH, KOUTO ca OMIn M3NoxkeHM Ha aeiicterero Ha DES in utero u p¥ KOUTO
uMa puck 1:1 000 or pa3suTHe Ha CBETJIOKIIETHYEH KAPLIMHOM Ha BRATATHILETO WM Ha IIKWHKATAa Ha
MaTkaTa. CaMo Maitbk Opoi GpeMeHH: skeHU ca GUIH H3NoXKEHH Ha aeficTBHETO Ha TaMokcuben. He ce
cboOlasa 3a focneaBailla BArMHATHA aAeH03a WM CBETIIOKIEThYEH KAPLHHOM Ha BAArATHUIETO HIIH
HAa IIMHKaTa HAa MaTKata fIpyd MNaAM KE€HH, KOWUTO ca OMIM M3NIOXKeHM in uterc Ha IeUCTBUETO Ha
TaMOKCH(eH.

Kenure TpaGBa na ce chBeTBaT Ja He 3abpeMenaBaT Aokato ynorpebssar Honeamexc M 10 geper
MECeLIA CIEX MPEKPATABAHE Ha JIEHEHHETO M aKO Ca CEKCYAITHO aKTHBHH, TpA0Ba Aa H3NON3BAT HapHepHn
WY ApYTH HEXODMOHA/IHM KOHTpaLenTHBHHA Metonu. [lauveHTkuTe B npeaMeHonaysa Tpa6sa aa ce
MperaexaaT BHUMaTe/HO, 3a Aa ¢e M3KTI4YH OpeMenHocT. Tpabra na ce npelieHsBa NOTEHUMATHHA PHUCK
3a [10/Ja, aKo KeHuTe 3abpemeHedAT nokato ynorpebssar Honsazekc wid o0 neBer Meceua ciaen
NpeKpaTaBaHe Ha JIEYEHHETO.

KbpMeHe

OrpaHH4eHH DaHHM nokaspar, ye HonBajaekc W aKTHBHHTE My MeTabONMTH ce eKCKpeTHpaT M
KyMyJHpaT ¢ BPEMETO B KbpMAaTa M NOPajH TOBA He C€ MpenopuyBa ynorpebara Ha JEKApCTBOTO MO
BpeMe Ha KbpMeHe. [IpH pemiaBane nany na ce NpekbeHe KBPMEHETO WIH 1a C€ NPEYCTAHOBH NeYEHHETO
¢ Honsanekc TpadBa f1a ce B3eMe NMpeABUJ 3HAYEHHETO Ha JIEKAPCTBOTO 3a MaliKaTa.

4.7. EdexTn BBpXY cnocobHocTTa 38 modupane u pabora ¢ MAIHHA

Mayko BeposTHO € HonBazgeke na Hapyy cniocoGHOCTTa Ha NAUMEHTHTE Aa Oo(HPaT Wi aa paboTaT
¢ MalIMHY. Bbnpekd ToBa UMa ¢cp001UeHHA 3a yMOopa npH ynoTpebara Ha Honsanekc ¥ e HeoBXOMUMO
MOBHUICHO BHMMAHUE MO BpeMe Ha WOQHpaHe WM npy paboTa ¢ MALIHHH, JOKATO TE3H CHMITOMH
NpOABLKABAT.

4.8. Hexxes1aHu 1eKapcTBeHR peaKiHu

TabnuueH CHUCHK HA HeXelaHuTe peaKiiMy

OcBeH ako He € yKa3aHO ApYro, CJEAHHTE KaTeropHH Y€CTOTH Ca HIYHUCIEHH OT Opos Ha HexeaHuTe
COMTHUS, CHOOLIEHH NPH €HO FOAAMO KIIHHHYHO M3NHTBaHe (asa I11, npoeeneno npy 9 366 nauyeHTKH
B NTOCTMCHOMAY3a ¢ onepalbu/ieH pak Ha MbpAATa, 1eKyBaHH B MIPOABDKCHUE Ha S MOAMHH, KATO HE €
B3€Ta NMPEABHUA YECTOTAaTa B I'pynaTa ChC CPABHUTEIIHOTO JIEYEHHE MJIM MHEHHETO Ha HM3C/IENOBaTENS
OTHOCHO BPb3KaTa C H3IHTBAHOTO JICKAPCTBO (OCBEH AKO HE € YKa3aHO JIpyro).

HexxenaHute peakuun ce knacHOULMpPAT MO HECTOTA W CHCTEMO-OpraHeH khac, Kafk
4eCToTa ¢e AePMHHUpaT Mo cjegHaTa KOHBEHLMSA: MHOrO vectH (>1/10), uectw (> /..l‘i
HeuecTH (=1/1 000 no <1/100), peaxu (>1/10 000 ao <1/1 000), Muoro penku (<1/10 §f 3
4ECTOTa (OT HATMYHHTE NaHHH HE MOXKe J1a OBbae HAarpaBeHa OLICHKa).



Tabanua 1: Hexe/lann peakuss 1Mo 4ecTOTA H CHCTEMO-OPraHen KJIAC

CHeTemMo-OopraleH Kiac

YecTroTa Ha HeKeIAHHTE PEAKIHH

Hexelana peaknug

CToMaigo-upeBRA HAPYICHHS

["anene MHoro yecTu
[loBpbuiane Hectn
AHapus Yecrn

3anek YectH
[laHkpeatut HeuecTtH

Meraboau3bm H XpaHeHe

MHoOro yectTH

3aapsKKa HA TEHHOCTH
XunepKajiueMus (MPH NMaUKUEHTH ¢ KOCTHH METacTasH)

Hevectu

B’I:fllIPDHIlBDIIHTEJ‘IHa CHCTEMA H IbpAA

BaruHajlHO KbpBEHE

MHoOro yecTu

BardHajiHo TedyedHe

MHoro yectu

ICbpbex Ha BynBara YecTH
[TpoMeHH Ha eHIOMeTpHYMa (BIUTIOUHTENHO XUIepIL1azHa U [UecTH
TIOJHIH)

Engomerpunosa® Penku
KHCTO3HO yBeIHYEeHHE HA AHUHHIIMTE® Penku
BarvHanH# moHnu Penxu

Koxa H N10AK0)KHA THKaH

hKO}I{EH OGEHB MHoro dectH _

AJToneuns Yectu
AHrvoenem Penkn
CurgpoM Ha CTUBBHC-KOHCHH Penxu
KoxeH Backynur® Penku
bynozeH nemdurons® Penku
EpureMa MynTHdopme® Penku
TokcHyHa enyaepMaliHa HeKposin3a® Peaxu

KoxxeH nynyc epuremarosyc?

MHoro penku

iOﬁncq:_mHe Ha HaclI€ACTBEH aHrHoeaeMm

IC Heu3BEeCTHA YeCcToTa

ICnaoBH

[‘opews BEIHU

MHOro 4yectu

001N HApYHIEHHS H HAPDYIICHHA HA MACTOTO HA

NPpHJIOKERHE
YMopa MHoro uecTH
KpbB 1 A1aMpHA CHCTeMAa

AHeMHA Yectn
Tpombouuronenus HevecTu
JleBKonenus HeuecTtu
Heytponenns? Penku
ArpaHynoumrosa Peaku
Hapymwenns Ha ounre

KaTapakTra Yectu
PertuHonaTus Yectu
[BPHTENIHH HapyLEHNS Heuectu
[IpomeHH B kopHeATa Penxu
OnrriyHa HeBponaTHA® Peaku




Hapyienus Ha HMYHHATA CHCTEMA
Peaku¥i Ha CBPbXYYBCTBHUTETHOCT YectH
Hicnenpanus
[loBHilICHH TPUITTHLEPHIH YecTH
MycKYJIHO-CKEJIETHH H CheIHRHTEIHO-THKAHHHN
Cna3bM Ha JOMHHTE KpaHHULH Yectu
Muanrus YecTu
HeonnasmH - 1o00pokadyecTBeHH, JI10KAYECTBEHR H
HeonpeaeaeHH
MarouyHn MHOMH YectH
Pak Ha engoMeTprHyMa Hedectn
MatoueH capkoM (IpesiHMHO CMeCeHH Penku
BIIOKaYeCTBEHH MIOIEPOBU TYMOPH)
Y CuiIBaHe CHMIITOMHTE Ha TyMOpa Penku
HepbHa cicTeMa
HcXeMUYHH MO3bYHO-CbAOBH CHOHUTHA YectH
['narobonue Yectu
I naBpo3amaiiBane Yectn
I(CeH30pHH HapymIeHHs (BKITFOYHTE/THO TIApecTe3ns U YectH
IHCTey 31 )
HeBpHT Ha 3pHTENHHS HEpB Penxu
IIcHXHYHR HapYIIeHHA

ernpecus MHoro yecTH

XenaroOuIHAPHR HAPYIIECHHSA

[IpoMeHHU B YEPHOAPOOHHTE €H3UMH YecTn _
YeproapobHa crearosa YecTu
[{upo3a Ha uepHHA 1pod HeuecTu
XenaTurT Penkn
Xoecrasa® Peaku
YepHoapobha HegocTaTHUHOCT® Peaku
XenaToLenyaapHO YRpexaaHe? Penkn
YepHoapobHa Hekposa® Penku
Mnoxecrso COK Tepmany

[TpomGoembonmuuHM cHOMTHS, BKITIOUMTENHO ALIO0OKA BeHO3Ha [UecTH
Lrpﬁmﬁoaa, MHKpPOBAacCKy/1apHa TpoM003a U 6enoapobeH

eMOOIH3EM

PecnupaTopHH, rPLAHH # MEAHACTHHAIHE

HAPYHEeHHUSA

MHTEepCTHLIMATIEH MTHEBMOHUT Heuectu
Bpoaenn, Hac/ieACTBEHH H FreHETHYHH HAPYIIEHHS

[lopdupna kyraHea Tapaa® MHoOro peaku
YBpekKaHe, OTPABAHE H APOUECAYPHH YCI0XKHERHA

KBCHH TOKCHYHH NpoaBU cnel 00abuBaHe MHOro peaku

*Tasu HexcenaHa JiekapCcTBeHa peaklus He € CbolIneHa B rpynara ¢ TaMokcuded (n= 3 094) Ha ropHOTO KIMHHYHO
H3nuTBaHe. TA ce cbobmara obaue B APYTH IIMHHYMHH H3MHTBAHHA HIM B IPYTH H3TOYHULM. YecToTaTa € H3uKCIeHa,
KaTO € M3MOJI3BaKa ropHaTa rpaHilia Ha 95% NoBepHTENeH HHTEPBAJ 32 OLlEHKa Ha TOYKHTE (BB3 OCHOBA Ha 3/X,
KbJeTO X NpeAcTaBiABa OOUIHA pa3Mep Ha W3BalKaTa, Hanp. 3 094). Tosa ce uzuucnssa kato 3/3 094, koeTo cuaga B
KOTEropHua 4ecToTa "peaxu’. A 10

* Tosa chOuTHE HE € HabNOAABAHO B APYrH IIABHH KIMHHYHU [IPOYYBAHUA. YeCTOTAaTa € H3UNC/IeHa - OINC I384 [
Ha ropHaTa rpaHBua Ha 95% AOBEpHTENICH HHTEPBAI 3a NPUOIH3INTENHO OLIEHABAHATA YecToTa (Ha 644
Mpencraeigea oOLUATa roJIEMHUHA Ha H3BaJKaTa OT 13 357 nauueHTH B rIaBHUTE KIMHHUIHH MPOYUBE f
H3yMcnaBa Kato 3/13 357, xoeTo ChOTBETCTBA HA KATETOPHA YECTOTH ,,MHOTO PEAKH".




Hexenanure peakuMM MOrar na ce KilacHPHUHpaT WIM KaTO peakLlMH, ABDKAllKW ce Ha
(papMaKONIOrHYHOTO ACHCTBHE HA JIEKAPCTBOTO, HAMp. FOPELIH BbAHHW, BATHHAIHO KbPBEHE, BATMHAIHO
Te4yeHHe, CbpOexk Ha By/lBaTa M 3aCHIIBaHE Ha MPOSBHTE Ha TYMOpa, WM KAaTO No- oOM HeXeNnaHH
peakuuy, Hamnp. CTOMAllHO-YPEBHA HEMOHOCHMOCT, Mapobonuve, rnaeosaMaiiBaHe W TOHAKOra
33/1pbiKKa HA TEMHOCTH H aIOIeLUs.

Korato Te3M HexeNaHu peakLMH ca TEXKKH, Moke OM LIe MOraT Ja ce KOHTPOJIMPAT IpOCTO 4pes
HamasBaHe Ha qo3aTa (40 He no-Maiko oT 20 mg Ha fneH), 6e3 ga ce 3arydu KOHTpon Haa 3a00N9BaHETO.
AKO HeXellaHWUTe PEeaKLMK He OTWYMAT CIe/l MPEATIPUETUTE MEPKH, MOXKE /14 C€ HAOXKH CIIUPaHe Ha
NEYEHHETO.

Hma cbobuweHns 3a koxHH 06prBH (BIUTIOUBAILM PEKH CITYYaH HA epUTeMa My ITHHOPME, CHHAPOM Ha
Cmugbrc-/[oconcon, TOKCHIHA eNHACPMANTHA HEKPOTN3a, KKOXKEH BACKYJIUT H OynoseH nemburonn) u

HECTH pCaKLMX Ha CBPBLXYYBCTBHUTE/IHOCT, BKAKOUBAILIIH AaHFUOEJEeM.

CooliaBaHH ca ciy4ad Ha oBOCTpAHE Ha aHrHOEAEMa MPH NALMEHTKH C HACACACTBEH AHTHOEIEM,
npueMaliiu Honeangekc.

Heuecto NMalHCHTKH € KOCTHU MCTACTA3X pa3BHBaT XHIIEPKAUILHEMHUA [IPH 34MMOYBaHE Ha JICUCHUETO.

[Ipn naunentku, ynorpebssamd Honeagekc 3a NeueHre Ha KapLUHMHOM Ha rbphaTa, € HaGAKOdaBaHO
HaMaJIfiBaHe Ha 6posa Ha TpomborTHTEe, 06HKHOBEHO A0 80 000 — 90 000 Ha MM?, a2 MOHAKOra M NOBEYE,

Ilpn nanueHTkM, nekyBaHH ¢ HonBazexc, ce oONUCBaT cliysad Ha HapyIIEHHE HA 3PEHHETO,
BIJTFOMHMTEIHO PEIKH CbOOIIEHH 33 NPOMEHH B KOPHEATA U HeCTH ChOOILCHUA 3a PETHHOIIATHA.

YecTo ce croburaBa 3a kaTapaKkTa BbB Bph3Ka ¢ npunaradero Ha Honeageke.

CroblaBaHH ca CTy4yaH Ha ONTHYHA HEBPONIATHA U HEBPHT Ha OYHMA HEPB NPH NALMEHTKH, NIPHEMAILLHA
TaMOKCH(EH, KaTO NpH MaTbK Opoi#i OT CaayyauTe € BL3HMKHAIA CIenoTa.

Yecto ce croOLIaBa 32 CEH3OPHU HAPYIIEHHUA (BIUTIOUHTENHO NAPECTE3HA B ANCTEY3HA) TPH MAUHEHTH,
npuemald Honpagekc.

Mma cboOlieHna 3a MaTOYHM MHOMH, EHAOMETPHO3a M JPYTH MNPOMEHH Ha EHIOMETPHYMa,
BKJIFOYHUTETHO NOJIUMNHY H XHIIEPIUIA3HS.

MHoro yecTo ce choblaBa 3a aenpecui, cBsp3ana ¢ ynorpebarta va Honsagexc.

Panko ce HabmonasaT KHCTO3HM OBapHanHu oOpa3yBaHHs Npu XeHH, nonyyapamn Honsazexc. Ipu
XKeHH, nonay4asamu Honsaaekc, psaako ca HabmoaaBaHl BarMHANHHW NOJTMITH.

HewecTu cmyyau Ha pak Ha eHIOMETPHYMA H DEIKH CNy4aH Ha MATOYEH CapKoM (MPEHMHO CMECEHH
3J10KaYeCcTBeHH MionepoBu TyMopH) ca O1und cBbp3aHH ¢ neueHHero ¢ Honeaaekc.

Mnoro pagko, npu nauMeHTH, nonyyaeaud Honsaneke, e HaGmogasan KoxeH nymyc EPUTEMATO3YC.
MHoro psaaxo, npu nauveHTH, nony4asauu Honeageke, e Habmoaasana nopdupus KyTaHea Tapa.

Cnen npunoxenue Ha Honsanekc e 6una HabnionasaHa JIeBKONEHHs, TOHAKOTa BbB BPh3KA ¢ aHEMMS
W/ TpomObouMTOneHns. B peaku cnyuau ce chobuiaBa 3a HEYTPONEHUS, KATO MOHAKOTA Tj Wﬂa

Obie TexKa H ce choOLIaBa 33 peAKM CYYaH Ha arpaHy/IoLHTO3a.

Mima gaHHH 33 HCXEMHYHH MO3BYHO-CHAOBH H TPOMBOEMOOTHYHH CHOWTHA, BKIOUKTS
Ha IbJIOOKHTE BEHH, MHKPOBACcKyNapHa TpoMGo3a H HenoapobeH eMOONH3bM, KOHTO BE




no BpeMe Ha JeveHHe ¢ HonBagekc (Bx. Touka 4.3, 4.4 u 4.5). Korato Honsagekc ce u3nossea B
KOMOMHAUMA C LIMTOTOKCHYHHM AareHTH, CbILECTBYBZ [IOBMIIEH PHCK OT Bb3HUKBAHE Ha
TPOMOOEMOBOTUYHU HHLIUACHTH.

CrobmasaHo € 4ecTo 3a KpaMrii Ha OONHUTE KPaHHWUH M MUaITHA NMpH NMaLMEeHTKH, noiyyapaly
Honeanexc.

HeuecTo uMa ChoOLLIEHHA 32 CITy4au Ha HHTEPCTHUHANECH MTHEBMOHMUT.

[punoxennero Ha Hosteaaekc ce CBLp3Ba ¢ NPOMEHU B YEPHOAPOOHHTE EH3UMH H C PEIULA 10- TEXKKH
YePHOAPOOHH HAPYIHEHHS, KOMTO B HAKOM Clyyad ca OMIM (daTaiHH, BKTIOYHTEAHO MacTHa
ACTEHEPalig, XOlecTasa M XCMaTuT, 4YepPHOAPOOHA HENOCTATHYHOCT, LUMpPO3a M XeNaTouesy.apHO
yBpexaaHe (BKAIOYHTENTHO YepHOAPOOHA HEKPO3a).

YecTo noBuileHKEe HA HHBATA HA CEPYMHMTE TPHITMLEPHIH, B HAKOM CIIyuad ¢ MaHKPEaTHT, MOXKe Ad
ce CBBLpXKe ¢ ynorpedaTta Ha HonBanaekc.

YMOpa € noKJIafiBaHa MHOIO 4ECTO MpH TalueHTH, npueMaiun Homnpagexc.

KbCHH TOKCHYHH NpOogBH clied oOnabyBade ca HAabmomaBaHu MHOTO PAAKO NPU NAUHEHTH, MPHEMALLH
Honeanekc.

Cro0maBane na NOKO3APAHH HEKEIAHN PeaKIHA

Cp0oOIIABAHETO HA TIO/IO3MPAHM HEXENAHH PeaKUUH Cliell pa3peLiapaHe 3a ynoTpeda Ha JIEKAPCTBEHUS
NPOAYKT € BaKHO. ToBa Mo3Bonssa Aa Npoas/ky HaGNIOEHHETO HAa CHOTHOLICHHETO MON3a/PHCK 3a
JICKaPCTBEHHMA MPOAYKT. OT MEAULIMHCKUTE CTIELHAIHCTH C€ H3MUCKBA Aa ChoBLIaBaT BCAKA NOAO3HpaHa
HEXEeJIaHa peaKLims Jo:

bnarapus

H3nbnHuTENHA areHUHA No neKapcTBaTa
yi. " Jlamsald I'pyeB" No 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

4.9.Ilpeaosnpane

TeopermyHo, MOXe Ja ce ouakBa, uYe NpPH HOPCAO3HPAHE WIE CE 3ACHIAT FOPECTIOMEHATHTE
AHTHECTPOrCeHHH HexeNnaHd peaklnH. HaOmoaeHud npu KMBOTHM NOKAa3BAT, He MHOTO TEXKO
npenozupane (100-200 myTi Haa NpenopeYBaHUTE JHEBHM 103M) MOXKE Aa NPEAU3BHKA €CTPOr¢HHH
edexTH.

HMma cpoblueHns B TuTepaTypaTta, ue Honsanekc npueman Hag o6u4aiiHaTa 103a € BR3MOXKHO /12 JOBEe
A0 yBenuyabaHe Ha QT uHrepsana Ha EKT.

Hsama cnieunduden aHTUIOT NIpH 1IpeRO3KpPane U edYeHHeTo TpAbBa Ja 6bae CHMIITOMATHYHO.
5. ®APMAKOJIOTHTYHHU CBOMCTBA
S.1. PapmakoIHHAMHAYHH CBOHCcTBA

(PapMakonoruyHa rpyna: aHTH-€CTPOTEHH ATC koa: LO2BA




dapMakoAHHAMUYHU €deKTH

Honsanexc e HeCTepOUIHO NeKapCTBO, Ha 6a3aTa Ha TPUEHUNETHIEH, KOETO NOKA3BA CIOKEH CMEKTHP
OT (PapMaKOIOTHYHH e(EKTH Ha AHTArOHKCT H TOROOHE Ha arOHKMCT HA ECTPOreHa B Pa3THYHHTE ThKAHH.
Ilpy mauMEHTKHTEe C paK Ha I'bpata HAa TYMOPHO HMBO TaMOKCH(EH NelicTBa NPEAMMHO KaTo
aHTHECTPOTCH KAaTO NPEeROTBpATABA CBBP3BAHETO HA ECTPOreéHa ¢ €CTPOreHOBUTE peLenTopu. B
IUIMHHYHH YCJIO0BHA € YCTAHOBEHO, Y€ NMPHIIOKEHHETO Ha TaMOKCH(eH BOIH A0 HaMa/idBaHE Ha OO
XONECTEPO/ B KPBBTA ¥ HAa NHMONPOTEHHHTE ¢ HHCKA IUTBTHOCT OT nopaaska Ha 10-20% npu xkeHM B
nocTMeHomnay3a. OCBeH TOBA UMA ChOOIIEHUS, Ye TAMOKCH(EH MOMBPKA MHHEPATHATA ILIHTHOCT Ha
KOCTHTE TIPH KEHH B NOCTMEHOIAY34.

KnuHuuHa epHkacHoCT U He30macHOCT

IIpoBeneHo e HeKOHTPONHPaHO MPOYYBAHE NPU XETEPOreHHa rpyna ot 28 MOMHYETa Ha BB3pacT OT 2
xo 10 roaunu cbe ciHapoM Ha McCune Albright (MAS), kouTto ca nonyuasany TaMOKcHpen 20 mg
BEIHBK JHCBHO B NIPOABIKEHHE Ha 12 Meceua. Cpen naumeHTKHTE, CHOGLIMIN 32 BATHHATHO KbPBEHE
MO BpEME Ha NCpHOAa, NMPpeAWECTRALl NpoyUuBaHeTo, 62% (13 oT 21 naumeHTKH) ca cLOBIIWIH 32 JIMnca
Ha KbpPBEHE Mpe3 6-Meceqnus neproa v 33% (7 or 21) ca cwoburmny 3a Mnca Ha KbPBEHE 10 BpeMeE Ha
npoy4yBaHeTo. CpeqHHAT o6eM Ha MaTKaTa ce € YBeNHYMJI cliel 6 MeceLia JIeYeHHe 1 ce e yABOMWIJI B Kpas
Ha ¢JHOTOAHLIHOTO MpOy4BaHe. BBIpekH 4Ye Te€3H AaHHH CHOTBETCTBAT Ha (apMaKoIHHAMHYHHTE
CBOHCTBA Ha TAMOKCH(EH, He € O1ila YyCTaHOBEHA MPHYUHHO-C/IECTBEHA BpBb3Ka (BxK. TOuKka 4.4). Hama
ABNrOCPOYHH AAHHH 32 6e30MacHOCT Mpu Aeua. B yactHocT, AbirocpounuTe edexty Ha TaMOKcH(peH
BbpXY pacTexa, myOepTeTHHs nepHoa K O6ILOTO pa3BUTHE He ca GWIH Npoy4BaHM.

CrarychT Ha nonuMopdusem Ha CYP2D6 moxe na 6bae cBbp3aH c BapHaOWIHOCTTa HAa KAMHWYHKSA
OTrOBOP KbM TamokcH(eH. Cratyc Ha 6aBHU MeTabonu3aTOpH MOXe na Gbie CBbp3daH ¢ HaMaJjieH
orroBop. IlocnencTeuaTta ot Te3n pelyararu 3a Nevenmero Ha 6aeHu CYP2D6 Mmerabonuzaropu He ca
HaITbAHO H3ACHEHH (BXK. TOYKH 4.4, 4.5 1 5.2).

I eHotun CYP2D6
HanuyHUTE KTMHAYHK JaHHU N0KA3BAT, Ye NAlHeHTKH, KOMTO Ca XOMO3HIOTHH Mo HE(YHKLHOHHPAILH
CYP2D6 anenn, moxe na umar namaneH edekr Ha TamokcHdeH NpK leYeHHE Ha paK Ha rbpjara.

HanuuHute KIHHHYHH H3NUTBAHMS Ca NPOBEAEHH NPELMMHO NPH JKEHU B MOCTMEHOMNAay3a (BX. TOYKH
4.4 u35.2).

3.2. PapMaKOKHHETHYHH CBOHCTBA

Abcopbumng

Cnea opanHo npunoxenne, HonBagexkc ce pesopbupa OBbp30, KATO MAaKCHMAHHMTE CEepyMHH
KOHUCHTpaUMK ce aocTurart cien 4-7 yaca. PaBHOBecHHTEe KOHUeHTpauuH (okosno 300 ng/ml) ce
ROCTHrat CACA YETHPH CEAMHYHO JieyeHHe ¢ 40 mg JHeBHO.

Pasnpenenenue
JlexapcTBOTO Ce CBBpP3Ba BLB BUCOKA CTEMEH ChC CEPYMHMS anbyMuH (> 99%).

buorpancthopmatus
Metabonnsupa ce upe3 XHAPOKCHIIHpaHe, AEMETHIMPAHE W KOHIOraLus, KaTo ce MOJy4aBaT HAKOJKO

META0OINTa, KOMTO HMAT CpoeH $HapMaKONOrHYeH MPOMHIT ¢ U3XOAHOTO ChENHHEHHE 1 110 TO3M HAYHH

AOMPHUHACAT 33 TepPaneBTUHHUSA eheKT.

Tamokcuden ce merabonusupa npemumuo upes CYP3A4 o N-gemeTua-ramokcuden, kKOHTO no-

HaTaThK ce MeTabonuzupa or CYP2D6 no apyr aktuBen MeTabonuT eHaokcHUdeH. [pu mauuenTkH 1, Pk

KOWTO JMncea eHsumMbT CY P2D6, KoHueHTpalmuTe Ha eHIOKCH(DEH ca MPUGITH3UTENHO Che /- wﬂ o
g

HHUCKH OTKOJIKOTO NPH MALMEHTKH ¢ HOopManHa axTuBHOCT Ha CYP2D6. IpunoxeHuero u
MHXubuTOpU Ha CYP2D6 Hamanssa HuBaTa Ha LMPKYIHpaLL eHIOKCHOEH B oao6Ha CTETgy




EnuMyHUpaHe

ExckpelaTa ce HM3BBPINBA NPEAMMHO ¢ (GEKaNMUTE M €IMMHMHAIIMOHEH MOMY-)KMBOT, M3YHCIEH 32
CaMus NPEnapar, € npuOIH3IMTENHO CeIeM HH, IOKATO To3M Ha N-ae3meTHnTamokcHeHa, OCHOBHUS
LIMpKynUpaty Merabonur, e 14 aHu.

B KJIMHHYHO Npoy4BaHe NPH MOMUYETA HA BBL3pacT Mexay 2 U 10 roanHH ¢ne cuHApoM Ha McCune
Albright (MAS), kouro ca nosnyuasanu TamokcuopeH 20 mg BeAHBXK AHEBHO B MPOXBIKEHUE Ha 12
MECEI1a, C€ OTKPHBA Bb3PAaCTOBO-3aBUCHMO NOHIKEHHUE Ha KIMPbHHCA M MOBHILABAHE HA €KCNO3UIIMATA
(AUC) {cBe cToiHOCTH 10 50% no-BHCOKM MPH HaM-MAIKHMTE NALUEHTKH) B CpaBHEHUE C BL3PACTHHTE.

5.3. IIpeaxiuHHYBHR JauHH 32 6e30nacHOCT

TamMokcudeH He e 611 MyTareHeH npu peayiia TeCTOBE 3a MYTarcHHOCT In Vifro Y in vivo. Tamokcuden
€ OHJI FEHOTOKCHYEH TIPH HAKOH TECTOBE 338 MEHOTOKCHYHOCT BbPXY IpHU3auH in vitro 4 in vivo. Ilpu
MPOABIDKUTEHO NPHAOKEHHE ce ¢boOllaBa 32 TYMOPH Ha I'OHAZINTE NPH MULUKH H YepHOAPOOHH
TYMOpH NpH IUTEXOBE, MOMy4YaBallH TaMOKCHMpeH. KIIMHHYHOTO 3HAYeHHWe HA Te3W HaxXOAKM He e
U3BECTHO.

TamokcH(eH € neKkapcTBO, MPH KOETO € NOYYeH HIMPOK KAMHHYEH onmuT. ChOTBeTHATA uHpopMaLHs
33 NpEATTHCBAILINA NEKAp © NaNeHa Ha APYTo MACTO B KpaTkara XapakTepHCTHKa Ha POAYKTa (BX. TOUYKA
4.6).

6. PAPMAIEBTHYHH JAHHH

6.1, CnucbK HA NOMOWHHATE BelIeCTBA

Kpockapmenoaa HaTpuit USNF

Xenatuu B.P.

JlaxTo3a Ph. Eur.

Makporon 300 B.P.

Marnesner creapar Ph. Eur.

[HapesuyHo Huwecte Ph. Eur.

Merunxuapoxcunponunuenynosa USP

Turanos guokcur Ph. Eur. (E171)

6.2. HechBMecTHMOCTH

He ca n3BecTHH.

6.3. Cpoxk Ha rognocr

5 roguHH.

6.4. Cienna/IHe YC10BHA HA ChbXpaHeHHe

Ila ce cuxpaHgaBa nog 30°C.
/la ce cbxpaHaABa B OpUrHHAIHATA ONAKOBKA.

6.5.Baa K chaABLpKanHe 32 ONAKOBKATA
AnymuHHeBH OicTepH no 10 TabneTky 1 BTOpHYHA ONAKOBKA, chaAbpxama 50 Tabnetku
6.6. Cnenna/iHa npeanasHd MepKH NpH U3XBLP/IgHe U paboTa

Jla ce ynotpebsra cnopen ykazaHuATa Ha NpPeANUCBAIINA JAeKap.




7. IIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEEBA
AstraZeneca AB

SE-151 85 Soédertiilje

IBerus

8. IIPHTEXATEJI HA PAZPEHIEHHETO 3A ITAPAJIEJIEH BHOC
“becta Mex” EOO/, ya. "KsHuo Ckopues” Ne8, 5350 Tpsapna, Brirapus

9. HOMEP HA PA3PEIIEHHETO 3A YITOTPEBA
20000509

10. TATA HA TbPBO PASPEHIEHHE 3A YIIOTPEBA/IIOHOBABAHE HA
PA3PEIEHHUETO

2000-08-15/2011-03-29

11. JATA HA AKTYAJIMBHPAHE HA TEKCTA




