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1. HWME HA JIJEKAPCTBEHHA ITPOAYKT

Anapokyp leno 100 mg/ml uHXKeKUUHMOHEH pa3TBOP
Androcur Depot 100 mg/ml solution for injection
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2, KAYECTBEH A KOJIMMECTBEH Cb(CTAB @ “—W———me— Hu /i TSP

AKTHBHO BellecTBO: Beaka amnyna ot 3 ml chaspxka 300 mg uMnpoTepoHOB aLeTar (Cyproterone acetate) B
MacCJ/I€H pa3TBoOp.

3a MbJAHKUA CMUCHK HZ MOMOLLHUTE BELUECTBA, BUKTE TOYKA 6.1

3. JIEKAPCTBEHA ®OPMA

MHKeKuHOHEH pa3TBop.
Yuct pazTeop. 6€3 BUOKMH HACTHLM.

4. KIJHHHAYHH TAHHHU

4.1 TepaneBTHYHH NOKAZAHHA

[ToTckane Ha AIMOKMAOTO NPH CEKCYATHH OTKAOHEHHA Y MBXKE.,

34 NOTUCKAHE Ha AHOUIOTO NPH CEKCYANHH OTKAOHEHH NPH MbXKE, LUnpoTepoHoB aueTtaT 100 mg/ml Moxe
Aa C€ U3MOJI3Ba, KOraTo APYyrH MHTEPBECHUMHK CE€ CHUTAT 33 HENOAXOAALLH.

AHTHaHAPOreHHa Tepanus Npy HeonepabuaeH KapUMHOM Ha nNpocTarara.

4,2 [Jo3npoBKA H HAYHH HA NPHJIOKEHHE

HavynH Ha npuiokEHHe

HrxekuuuTe Tpadea na ce npunarat MHoro 6asHo. Anapoxyp Jleno ce npunara caMo HHTPaMyCKYJIHO.
HeobxoauMo e cneunanHo BHUMaHKeE, 3a 1a ce H3berHe HHTPABA3ANHOTO HHXKEKTHPAHE.

o306 pexcum
Homuckane Ha 1ubuoomo npu CeKCyatHu OMKI0HEHUA Y MBICE

OOunuaiiHo Yype3 AbNOOKO HHTPAMYCKYIHO HHXKEKTHpaHe ce nocTaes | amnyna Anapoxyp Jeno Ha BCcekH
10-14 AHK. AKO NO U3KITIOHEHHE CE OKaXKE, Y€ ePEeKTbT € He3aA0BOIMTENEH, HAa BCeKH 10-14 aHU ce
npunaraTt 2 amMnyay, No €AHa B JIABaTa M AACHA YacT Ha CeJa/IMILETO.

[1poaABMKHUTENHOCTTA Ha JIEYEHHETO C LMNPOTEPOHOB aueTaT TpabBa ga ce onpeaens HHAWBUAYATHO.
Koraro € nocTUrHaT 3a10BOJIUTENEH Pe3yaTaT, TEpaneBTUYHHUAT edekT Tpadra Ja ce noaabprka ¢ Hai-
HUCKaTa BL3MOXHA A03a. Korato ce npoMeHs n03a Uav Korato NpHEMbT Ha UMNPOTEPOHOB ALETAT Ce
NnpeycTaHOBABA, TOBA TPADBA 1a Ce H3BLPLUBA NOCTENEHHO.

3a na ce ctabunuinpa nedyebHuaT epekt e HeoOXOAUMO NPOABLIKHUTENHO NpuiaraHe Ha Anapokyp eno w
MO BbIMOXKHOCT €AHOBPEMEHHO NCHXOTEPANIEBTHUHO JIEUEHHE,

Aumuanopocenna mepanus npu neonepabuiern Kapyunom Ha npocmamama

Ilo 1 amnyna ceaAMUYHO, NpUAGKEHa AbNO0KO HHTPAMYCKYIHO.
JleueHueTo He TpadBa ja ce cnupa W no3aTa He TpAOBa Aa ce HaMagaBa cnea nogodpeHue Uau
peMUCHS.



Honvanumeana uHGopMayua npu cneyralIiu zpynu nayuenmu

AHPOKYp He ce NpenopbyBa NPy MOMYETA U MNaekH nNoa | 8-roauuiHa Bu3pacT, NOpaaH JIHNca Ha AaHHH
1a e(DHKACHOCTTA U B€30NacHOCTTa MY.

Anapokyp Jleno He TpsbBa na ce H3N0J3Ba Npeau Kpas Ha nydepreTa, ThH KaTo HE MOXKE [1a C€ H3KITIOYH
HeONaronpUATHOTO MY BIHAHHE BLPXY pacTeka M BbpXY HECTAOWJIHMTE B3aWMOAEHCTBHSA HA €HAOKPHHHHUTE
HIIE3M.

[Tayuenmu ¢ cmapuwecka ew3pacm
Hama naHHK, KOMTO Ja NOKa3aBaT HEOOXO0AMMOCTTA OT KOPEKLHA Ha J03aTa MPpH NaUUEHTH B CTapHecKa
Bb3PAacCT.

Hayuenmu ¢ yepnoopobru HapyuieHus
Ynorpebara Ha AHApokyp Jleno e NpOTUBONOKa3aHa MpH XeHH ¢ HepHoApoOHH 3adonasaHus (Hanp. ako
MoKa3aTeJnTe Ha YyepHoapoOHaTa GyHKIUNA He C€ Bh3BbPHAT KbM HOPMAJHHTE NPOABIDKHTEIHO BPEME).

Hayuenmu ¢ 6vbpeunu napyuienus
Hsama naHxu, KOUTO 2a noka3sar He0OXOAMMOCTTA OT KOPEKLIMA Ha /103aTa NPH NALMEHTH ¢ ObOpeyHH

YBPEHKAAHHS.
4.3 IlpoTHBONOKa3zaHHA

Homuckane Ha TUOUOOMO NpU CEKCYATHU OMKTOHEHUA NPU MDBICE

3abonaBaHUA Ha YepHUs Apoo;

Cunapom Ha Dubin-Johnson, cuHapom Ha Rotor;

[IpeawecTBalli HAK HATHHHY YEPHOAPODOHH TYMOPH;

Hanuuune nnn aHaMHe3a 3a MEHHHIHOMa,

HU3TowmmTennu 3adbonasadus:;

TexKa XpOHHYHA Aenpecus;

AHaMHe3a WK JaHHH 32 TpoMOoeMOOIMUYHK NPOLECH;

Texbk AMabeT ¢ NPOMEHHU Ha CbLAOBETE;

CbpnoBHAHO-KNETbYHA AHEMUS;

CBpbXHYBCTBMTEHOCT KbM JIEKAPCTBEHOTO BELWECTBO HITW HAKOE OT NOMOUIHHTE BELIECTBA;

AHMUuaGHOPOZeHHA MePaANnUR NPU Heonepabu1eH KapuUUHoOM Ha npocmamama

o 3abonaBaHuA Ha YepHHA ApoOD;
e CwuHapom Ha Dubin-Johnson, cunapom Ha Rotor;

[IpeauwiecTBalum WM HATMYHY Y€pHOAPODOHH TYMOPH (CaMO aKO HE ¢a METacTa3H OT KapLHHOM Ha
npocraTaTa);

Hannuwe Hnu aHaMHeRa 3a MEHHHTHOMA;

UsTowurennu 3abonaBaHus (¢ H3KIIOUEHHE Ha HeonepabuieH KapuMHOM Ha NpOCTATaTa);
Texka xpoHHUYHA AENPECHS;

JlaHHu 3a TpoMOOeMOONHUYHM NpolIeCH;

CBpBbXYYBCTBHTEHOCT KbM NEKAPCTBEHOTO BELWECTBO KK HAKOE OT NMOMOIUHHTE BEILECTBA,;

44 CroeunajHH OpeAYNPexIcHHA H NPEANA3HH MEPKH NpH ynoTpeHa

Hepen opob
CpobuiaBa ce 3a QUpPEeKTHA YEPHOAPOOHA TOKCHUYHOCT, BKJIFOMBALLA X BATEHULA, XENATHT U HEPHO
HEOCTATBYHOCT NMPH NauueHTH npuemand Anapokyp. [lpu gosu ot 100 mg v no-ronemu ce ¢
CbLUO TaKa 3a c/iyyau ¢ garaneH kpau. [loseueto cbobuieHHa 3a cnyyau ¢ paTaneH Kpai ce o
MBXKE C HANPEHAA paK Ha NpocTarara. TOKCHYHOCTTA e J030BO 3aBHCHMA U Ce pa3BUBa 00H
HAKONKO MECELa clie]l 3aN04BaHe HA NedeHneTo. HeobXoauMO € aa ce KOHTPOAUPa HEPHOAPO
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GYHKUHA Npeau 3arnouBaHe Ha JICYEHHETO, Ha PeryispHH HHTEPBAK MO BPEME Ha JIEHEHUETO H BEHAra
LWOM C€ MOABAT CHMNTOMM WIH NPHU3HALIKW HA XENATOTOKCUUYHOCT. AKO X€NaTOTOKCHUYHOCTTA CE NOTBbP/IH,
NPUEMBT Ha AHAPOKYp TpAOBa /a ce NpeKpaTH, OCBEH B ClIy4auTe, KOraro NPpUYMHaTa 32 YBPEXKIAHETO €
Apyra, Hanp. MeTtacTasy, KaTto B TE€3H CJIy4YaHu IEHEHHETO MOXKE 11a NPOABLIKH CaMO aKO 04aKBaHATa NoJi3a €
No-roaama OT PUCKa.

B MHOro peaku ciyyad 1o6poKa4eCcTBEHH U B OLUE NO-PEAKH CTYYAH TOKAYECTBEHH TYMOPH, KOUTO MOorar
Aa A0BeAaT A0 XKUBOTO3acTpallaBallia HHTpa-abaoMHHaHa XeMopards, ca Habnwaasany cies ynorpebara
Ha AHAPOKYpP. AKO Ce MOSBAT OMUIaKBaHHA B ropHaTta abaoMuHanHa 00nacT, YBEIHYEHHUE HA YEPHHUA Apod
MM NIPA3HALM Ha MHTPAaOAOMHHAIHA XEMOparus, B AMdepeHumManiaTa Adario3a TpsdBa ga ce BKIIIOHH H
yepHoApODEH TYMOP.

Menunzuom

Crobuiasa ce 3a NoSBa Ha MEHWHIHOM (€IMHHYEH WK MHOXECTBEH) BbB Bpb3Ka ¢ ynotpebara Ha
UMNIPOTEPOHOB aLEeTaT, APEAUMHO B A03H 25 mg H NO-BUCOKH. PUCKLT OT MEHUHTHOM pacTe ¢ HApACTBAHE
Ha KyMYJaTHBHATa 4033 LMNPOTEPOHOB aueTar (BX. ToYKa 5.1). BUCOKH KyMYNaTHBHH 1034 MOFaT Aa ce
AOCTUIHAT NPU NPOABIKHUTENHA yitoTpeda (HAKONKO FrOAHHM) WK NPH MO-KPATKA NPOALIDKHTENHOCT Ha
BHCOKH AHEBHH N03U. [launenTHTe TpsadbRa na 6baaT HabAOAaBaHM 3a MOABA HA MEHHHIMOM CBIIIACHO
KJIMHUYHATA NPaKTHKA. AKO NMAUUEHT, JEKYBaH ¢ AHApOKYp [leno, € IMarHOCTHLIHPaH ¢ MEHUHIHOM,
NeYEeHHETO ¢ AHApOKYp Jleno H Apyry NPOAYKTH, CbABPKALUK LHNPOTEPOH, TpAOBA Aa ce MpeycTaHOBH
3aBHHACU (BXK. Touka .. [IpoTusonokasanus™).

CohuiecTeyBaT A0KA3ATENICTBA, Y€ PAUCKDBT OT MEHHHIUOM MOXE /12 C€ HaMallH Clie] [IpeKpaTsaBaHe Ha
NEYEHHUETO C LHTIPOTEPOH.

Tpomboemboruunu unyuoenmu

CrobmaBaHo ¢ 3a nosisa Ha TpoMOOEMOOAMYHH HHUMIEHTH NPH NALKUEHTH, NpHemMall AHAPOKYP, HO 32
cera NPUYHHHO-CNEACTBEHATA BpL3Ka HE € YCTaHOBEHA. [lallHEHTH C MpeanIIHK apTeEPHAIHH WK BEHO3HH
TpoMOO3HH/TpoMOOEMOONHYHN HHUKIAEHTH (BKN. Ab00Ka BeHO3HA TpoMbo3a, benoapodbeH eMO0NU3BM,
MHOKap/icH HH(APKT) UK ¢ aHaMHe3a 3a uepedpo-sackylapeH HHUKIAEHT MK ¢ HafpeaHaN0 3/I0KaYeCTBEHO
3abonsasate, ca ¢ NOBULLEH PUCK OT ODbacH TPOMOOEMOONHYHN HHUHAEHTH.

[Ipn nauneHTH ¢ HeonepabuiteH KAPLUMHOM Ha NPOCTATaTa, C AHAMHE3a 33 TPOMOOEMOONHYHHY NPOLECH KU
CTpajally OT CbpPINOBHAHO-KNE€THYHA AaHEMHA MM TEXBK AHAbET ChC 3acAraHe Ha CbiaoBeTe, TpadBa na ce
HanpaByd BHHMATENIHA NPELIEHKA HAa CbOTHOWIEHHETO PUCK/TION3A MPH BCEKH HHAHBHAYAJICH Cny4yaH, npeau
NPeANHCBAHETO HA AHAPOKYP.

Anemusn
JloxnagBaHH ca ciy4yan Ha aHEMHA MO BPEME Ha 1eYEeHHETO ¢ AHAPOKYp. ETo 3a110 € HeoOX0AUMO peOBHO
H3cneaBaHe Ha Opos Ha EPUTPOLUTHTE MO BPEME HA NEUEHHETO.

Huabemuuu

Heobxoaum € CTPHKTEH MEAHMLIMHCKH KOHTPOA NPH MaUMEHTH cTpaaallld oT AHaleT, Tbi KaTo HyXaaTa OT
nepopanHi aHTHAKADETUYHH IEKAPCTBA MK HHCYIHH MOXE /13 C€ [TPOMEHH MO BPEME Ha JIEYEHHUETO C
HHCYNUH (BWX T. 4.3 TlpoTuBonoxazanua).

Jampyoneno ouware

Moxe na ce NOABH UYBCTBO 3a HEOCTUI HA Bb3YX NPH JEUEHHE C BACOKH 034 AHAPOKYp. [1pn
AndepeHLHanHaTa AMar103a B T€3M ciy4au Tpa0Ba a ce uMa NnpeaBU/l CTUMYIHpALLHA eEeKT BbpPXY
JAHLLIAHETO H3IBECTEH 3a NMPOTECTEPOH U CHHTETHUYHH NPOreCTOreHH, NPUAPYIKEH OT XHINOKAMHHUA K
KOMIIEHCATOPHA PECTIHPATOPHA aKanon3a NpH KOATO CE CYMTA , Y€ HE € HEOOXOIUMO CNELUHPHUHO JeUYECHHE.

Aopenokopmukainag QynxKyun

Ha AHAPOKYP (BWX T. 3.3 IlpeAKIHHUYHK AaHHU 33 Oe30nacHOCT).

Apyzu cocmoanun




KakTo BCHUKH MAacTHH pa3Tsopu, AHApokyp Heno TpsdBa na ce HHXEKTHPa CaMO HHTPaMYCKYJTHO U MHOTO
basHO. benoapobHaTta MUKpoeMOONHS HA MACTHU Pa3sTBOPH MOXKE B HAKOH Cllyyad 1a N0BeAe N0 MPH3HALH
H CUMINITOMM, KaTO Kallauua, AMCnHed U 0onka B rbpauTe. Moxe 1a WMa W ApYrd NpH3HaUH U CHMITTOMM,
BKAKOUYUTEIHO BA30BaranHu peaklMy, KaTo HEPa3NoNIoXKEHHE, XUIEPXHAPO3a, 3aMaHBaHe, NapecTe3ns UiH
CUHKOM. Te3M peakiiui MOraT /ia C€ NMOARAT N0 BPEME MIIH HENMOCPEACTBEHO el HHXKEKTHPAHETO U ca
obpaTiMU. JleueHHeTo OOMKHOBEHO € NOABPKALLC, HAMP. YPe3 NOJAABAHE HA KHCNIOPOA.,

[lo oTHOWIEHHE NOKA3aHKHETO .,MOTUCKAHE HA NHOMAOTO NPH CEKCYATHH OTKIIOHEHHS  TPH MBXKE,
HaManABaMAT NTHOKMAO0TO edekT Ha AHAPOKYP Moxe 1a Objae HaMmaneH NoJ BNHAHUE HA NPUEM Ha aJIKOXO.

Aunopoxyp Heno cvovpirca bensurbenzoam
Tosa nekapcTBo cbabpka 1855.8 mg OeH3undOeH30aT BLB BCAKA aMMyJta, KOUTO Ca €KBHUBAJIEHTHH Ha

618,6 mg/1 ml.
4.5 B3anmoaeHCTBHE ¢ APYTIH JIEKAPCTBEHH NPOAYKTH H APYrH GPOpMH HA B3aHMOACHCTBHE

Bunpeku ue He ca NPOoBeXiaHH KIIHHUYHU NPOYYBAHHSA 3a IEKAPCTBEHH B3aUMOACHCTBUSA, CIIE] KATO
nexkapctBoTO ¢e Metabonuizupa ot CYP3A4, ce oyakpa ye KETOKOHA30, HTPAKOHAZ0, KIIOTPHMA30,
PUTOHABUP W 1pyrH HHXKUOUTOPH Ha CYP3 A4 notvckaT meTtabonnima Ha uMnporepoHos auerar. Ot gpyra
cTpaHa, UHAYKTOpH Ha CYP3 A4 kato pudamMnuUMH, PEHUTONH M NPOAYKTH, ChbAbPKALLM bJIT KAHTAPHOH,
MOraT Aa HAMAJIAT HHBATA HA LHNPOTEPOHOB aLETar.

OcHOBaBaMKH Ce Ha in VItro npoy4BaHH1s, NOTHCKaHe Ha uuToxpoM P450 ensumure CYP2CS, 2C9, 2C19,
3A4, 2D6 e Bb3MOXHO NPH BHCOKH TepaneBTHUHHU 103K OT 100 mg Tpu NbTH AHEBHO UMNPOTEPOHOB aueTar.

PHCKDBT OT CTaTUH-CBBP3aHA MHONATHA MAHK pabaOMUONIH3a MOXKE 14 C€ YBEIM4H, KOraTo HHXHOUTOPH
HMGCoA (ctaThHK), KOWTO bpBoHA4AIHO ce meTabonuinpar or CYP 3A4, ce npwnarat 3aeaHo ¢ BUCOKH
TEPaNEBTHYHH J03HM UKNPOTEPOHOB AUETAT, ThbH KaTO NPEMHHABAT NMPe3 ChILMUA METAOONHIBM.

4.6 DepTHIHTET, OPEeMEHHOCT H KbPMeEHE
JleueHneTo ¢ AHApoKyp [eno (3a ynotpeba npH MbKe) € HENPHIIOKUMO NPH KEHH.
4.7 Ed¢exTH Bbpxy cnocobuoctTa 32 odupaHe H paboTa ¢ MAMIHHH

Tpsabea pa ce 00bPHE BHUMAHHE HA NALIHEHTUTE, YKATO JEHHOCT U3HCKBA MO-TOJIAMA KOHUEHTPALUA
(Hanp.BoJa4Yn Ha MOTOPHH MPEBO3HK CPEACTBA, ONEPATOPH HA MALUUHK), 4e AHAPOKYp leno moxe na
NpeAn3BHKA YMOpaA, HaMasicHa paboTocnocobHOCT W HApYLUEHHA B KOHUEHTPALHATA.

4.8 HexelaHH 1eKAPCTBEHH PeaKIHH

Ha#-uecTo noknaaBaHUTE Hexenanu nekapceteeHd peakuvd (HJ1P) npu nauvenT npueMawn AHapokyp ca
HaMaJ1eHO JTUOMA0, EpeKTHIHA ZMCPYHKLUMA K 00paTUMO HHXUOHUpPAHE HA CNEPMATOreHe3aTa.

Ha#r-cepno3znnute HJIP npH naureHTH npueMatii AHAPOKYP ¢a X€NaTOTOKCHYHOCT, A00OpOKAYECTBEHH H
3IOKAYECTBEHH TYMOPH Ha MepHHA Apod, KOUTO MOraT Aa AOBEJAT A0 HHTPa-abJOMHHANHA XeMOparus u
TpoMOBOEMOOTMYHN HHLIMACHTH.

YecToTHTE Ha NosBa Ha aAoxnaasaHuTe 3a AHgpokyp HJIP ca obo01ueHu B Tabnuuara no-gony.

B 3aBUCUMOCT OT uecrorara Ha noaea, HJ/IP ce xnacnduunpar B cieaHUTe rpynd: MHOro vectu (2 1/10),
yecT (2 1/100 n < 1/10), neyvectu (= 1/1,000 u < 1/100), peaxu (= 1/10,000 n < 1/1,000) 1 MHOrO peaku (<
1/10,000). HJIP, ycTaHoBeHH caMo no BpeMe Ha MOCTMAPKETHHrOBOTO HADMOAEHHE H 32 KOHUTO YECT
He MOXe a Obje onpeaenena ce knacupuuMpar kato HJIP ,.c Hen3BecTHa vecTora™.




CucremHo- Muoro yectn | Yectn HeuecTn Peaxn Mnoro peakn | C HeH3IBeCTH:
OparHHa 2 1/10 2 1/100 & 2 1/1 000 mn 2110000 | <1/10 000 4eCTOTA
KJIacHPHKAUHSA < 1/10 < 1/100 < 1/1000
MedDRA
Hobpokaye- MenuHrnom® * Hobpoka-
CTBEHH H YECTBEHH M
3IOKAMEeCTBEHH U0KAYECTBEHH
HEOMTA3MH yepHOApoOHH
TymopH®
Hapymenna na AHeMns*
KpbLBTA H
JAMPHATA
CHCTEMA
HapymeHHs Ha Peakuua Ha
HMYHHATA CBPBXUYBCTBM-
CHCTEMA TE€JTHOCT
HapyweHusa Ha Y BeMuaBaHe
mMeTal0o1H3IMA H Ha TEr0TO WK
XPAHEHETO HamansBane
Ha TEraoTo
Ilcuxnunu Hamanssane JenpecuBHH
HAPYUIEHHSA Ha NUOKIOTO, |NPOMEHH B
EpekTunna HACTPOEHHETO
avcdynkuns | besnokodicTao
(NpeXoAHO)
CuaoBn benoapobua
HAPYIIEHHA MacTHa MHKX
eMOonHus*
Ba3zoearannu
peakuuu*
Tpombo-
eMbonrMuHM
HHUWIEHTH '
Pecnupatophs, 3aTPYAHEHO
TOPAKAJIHH H AvinaHe*
MEIHACTHHAJIH
H HAPYIIEHHA
I'acTpoHHTe- HUHtpa-
CTHHAJIHH abaoMHHanHa
HapYUIeHHS xemoparusa*
Xenaro- Xenaro-
OHIHAPHA TOKCHUYHOCT,
HAPYWIEHHA Kbarenunua,
XernaTur,
YepHoapobno
yBpexaaHe*
Hapymenus Ha Obpus

KOZKA H
MNOoAKOMXHA
TbhbKaAH




CuceremHo- MHuoro ueetn |Yectn HeuecTH Peakn MHuoro peakn | C HeH3BeCTH:
OparHna 2 1/10 2 1/100 n 2 1/1 000 n 21/10000n | <1/10 000 4ecTOTA

KJIACHPHKAUNS <1/10 < 1/100 < 1/1000
MedDRA

Hapyienus Ha OcTeonopo3sa
MYCKYJTHO-
CKeJ1IeTHATA
CHCTEMA H
CheHHHTEJI-
HATA ThKaH

Hapymenus na | Obpatumo ["'MHeKoMacTHs
Bb3NPON3IBOAN- | HHXHOHpaHe Ha
TeJIHATA CnepMarToreHe-
CHCTEMA H 3aTa

IbpAATA

O0wn YMopa
HAPYLUEHHA H ["opewy BbIHH
epexXTH HA [loTeHe
MACTOTO HA
NPHJIOKEHHE

"Buicre SIIpoTuBonokazaHus’™

*3a noseye uHpopMmauus, BuxkTe ,,CrielHaTHH NpeIyNpexACHUsS H Npeana3sHi MepKHU npu ynorpeba”

' He e ycTaHOBeHa NPHYHUHHO-CIEACTBEHA Bpb3Ka ¢ ynoTpebara Ha AHAPOKYP

[1pn naumeHTH, KOMTO Ca HA Tepanus ¢ AHAPOKYp, TMOMAOTO U NOTEHTHOCTTA Ca HaMaJleHH, a GPYHKUUATA
Ha rOHaanTe € NoTHcHara. Te3n NpoMeHHd ca oOpaTUMH CNeA NpeyCTaHOBABAHE HA TeparnuiTa.

B npogbaieHne Ha HAKONKO ceaAMHUM AHApPOKYp deno noTHcka cnepMmaToreHesara B pe3yarar Ha
AHTHAHAPOTEHHOTO H aHTHTOHA0TPONHO leHCTBUE. CnepMaToreHe3aTa c€ Bb3CTaHOBABA NOCTENEHHO,
HAKOJIKO MECela el NMPEYCTaHOBABAHE HA JICYEHHETO.

Anapokyp Jleno npean3sHkBa rHHEKOMAacTHA (MOHAKOra B KOMOWHAUMA C YYBCTBHUTENHOCT NPH JOKOCBaHE
Ha MaMHIINTE), KOATO OOHMKHOBEHO OT3BY4aBa ClieA NpeKpaTsaBaHe Ha ynoTpebara my.

[Tono0HO Ha BCAKO AaHTHAHAPOreHHO JIEYEHHE, AbArOTPaHHOTO MNOHHXKEHHE Ha aHAPOr€HUTE MOXKE A4
A0BE€E A0 OCTEONOpOo3a.

Cpobuiaea ce 3a nosea Ha MEHHHIHOM (€AHHHYEH WJIKW MHOXKECTBEH) BbB Bpb3Ka C yrnorpeba Ha
LIUNIPOTEPOHOB aueTar (BXK. To4Kka 4.4).

M3nonsBaHa e Hait-noaxoaswara MedDRA Tepmunonornuia sepcusa (B.8.0) 3a onucsaHe Ha onpeaeneHH
peakunn. TeXHUTE CHHOHMMH H CBLP3aHH CBCTOAHHA HE ¢a M30pOEHHU, HO TpADBa Ja ce MMAT ChLIO B

nmpciBui.

CbobulasaHe Ha NO03WPAHH HEXKEITAHW PEAKLIMU

CrobulaBaHETO Ha NMOJO3MPAHU HEXKENAHH PEAKLUMH cllel pa3peluasaHe 3a ynorpeba Ha nekapcTBeHHA
MPOAYKT € BaXKHO. TOBa NO3BOJIARA Aa NPOABIKK HAONIOACHHETO HA CHOTHOWEHHUETO NON3a/PUCK 3a
NEKAPCTBEHUA NpOoAYKT. OT MEAHLIMHCKHUTE CMNELHANIMCTH C€ M3MCKBA Aa Cb0oOILaBaT BCAKa MO103MpaHa
HEXENaHa peaklUHa upes

HU3nbAHUTENHA areHUUA 110 J1€eKapCTBaTa

ya. ,.JdamsH I'pyer” Ne 8

1303 Codusn

Tes.: +359 2 8903417
yebcalT: www bda.bg

4.9 Ilpenozmpane




[lpoyuBaHHATA 3a OCTPAa TOKCHYHOCT CNE NpHIaraHe Ha eAHHHYHA 1033 UHMNPOTEPOHOB aueTar,
NeKapCTBEHOTO BeleCTBO HAa AHAPOKYP Jleno, nokasear, 4e TOH € NPaKTHYECKH HETOKCHYEeH. He ce ovaxsa
PHCK OT OCTPO OTpaBsaHe cnej eAMHUYEH HHUIMAEHTEH NPHEM HA 1033, MHOTOKPaTHO NPEBUILABALIA
npenopsyaHaTa nededHa no3a.

5. ®APMAKOJIOTHYHH CBOVMCTBA

5.1 @apMakoIHHAMHYHH CBOHCTBA

dapmakotepanesTuyHa rpyna: Auruanaporedn, ATC koa: GO3HAQ]
Aunapokyp Jeno e aHTnanaporeHeH XOopMOHaNeH Npoaykr.

[lpu nevyenne ¢ AHAPOKYp, HamansaBa JMOMAOTO H NOTEHTHOCTTA, @ TOHaAHATA QYHKLUHXS € HACTUUYHO
WHXUOHpaHa. Te3n NpoMeHK ca 00paTHMHU CIE CIUPAHE HA JIEYEHHETO.

LIMnpoTEpOHOBHAT aUETAT KOHKYPEHTHO NOTHCKA edeKTa Ha AaHAPOreHUTe B TAPreTHUTE OpraHM, HaNp. UMa
3aLIMTEH eDEKT BBPXY NpOCTaTaTa OT AEHCTBHETO HA AH/IPOTCHHUTE, NMPOUIIH3ALLM OT TOHAAUTE H/UIIH OT
Kopara Ha Haa0bOpeUHHTE KIe3MN.

LiMnpoTepoHOBUAT aleTaT UMa LeHTpaleH HHXHOHpaLy edpekT. AHTUFOHAAOTPONHUAT eeKT BOAH A0
HAMAIABAHE HA TECTOCTEPOHOBATA CUHTE3A B TECTUCHTE U CHOTBETHO 0 PEAYKUAS Ha CEpyMHaTa
KOHUEHTpaLUA Ha TECTOCTEPOHA.

[Tpn ynoTpeba Ha BUCOKH 103M LIMNPOTEPOHOB aUETaT ¢¢ HaOMonaBa BpEMEHHA TEHAECHUMWS KBM cnabo
NoKauBaHe Ha NMpPOJIaKTHHOBHTE HUBA.

MEHHUHTHOM

Bb3 0CHOBa Ha pe3yNTaTh OT KOXOPTHO €MUAEMHONOTHYHO NpOYy4BaHe, NPOBENCHO BbB DpaHuus, ce
HabN0AaRA BPBH3KA MEXKY LMNPOTEPOHOB ALETAT H CJIYHAH HA MEHHHTHOM, KOATO € B 3aBUCHMOCT OT
KyMysiaTHBHaTa 4o3a. Tosa npoy4BaHe e 6a3UpaHo Ha AaHHHW OT PPEHCKHA 3APaBHOOCUTYypHUTENEH POH]
(CNAM) v sxnrousa nonynauus ot 253 777 xenu, uznonzeawy 50 — 100 mg TabieTKH UMNpOTEPOH.
Ciy4yante HA MEHWHIMOM, NEKYBAHH XUPYPTHUYHO MK HPE3 JILYEIICHEHHE, CA CPABHEHH MEXY XKEHH C
€KCNO3HUKA HA BUCOKH J0O3H LUMITPOTEPOHOB aueTaT (KyMYTaTHBHA /103a >3 g) H XKEHH, KOUTO ¢a HMaH
HUCKa €KCIMO3ULIUA HA UMTNIPOTEPOHOB aueTar (KyMyJaaTuBHa 103a<3 g). JleMoHCTpHpaHa € Bpb3Ka Mexay
KYMyJIaTHBHATA /1032 W OTrOBOpA.

KymynarnBHa 1032 HecToTa Ha 3a00)1eBaemocT (B HR,4; (95% CI) *

IHNIPOTEPOHOB aAleTaT NANHEHT-TOAHHH)

Hucka ekcnosuums (<3 g) 4,5/100 000 Ref.

Excrno3uuma >3 g 23.8/100 000 6,6 [4,0-11,1]
12n036¢ 26/100 000 6,4 [3,6-11,5]
36 1060 g 54,4/100 000 11,3 [5,8-22,2]
noseyve ot 60 g 129,1/100 000 21,7110,8-43,5]

* KopurupaHa Bb3 OCHOBa Ha Bb3pacTTa, KaTO 3aBUCHUMA OT BPEMETO MPOMEHHBA H HAIMYHETO Ha ECTPOreH
NPH BKIIOUBAHE

KymynatuBHa n03a 12 g HanpuMep MOXKe 1a OTroBaps Ha €1Ha roaxHa jsedeHue ¢ S0 mg/aen 3a 20 aHu
BCEKH Mecell.

5.2 @apMaKoKHHeTHYHH CBOHCTBA
Abcopbuns

Ciea HHTPaAMYCKYITHO MPUIOKEHHE UHTNPOTEPOHOB aLleTaT ce ocBoOoX 1aBa HaBHO U HAMBJHO
HHTPAMYCKYJTHOTO AEnoO.




AbconoTHaTa GHOHATMYHOCT Ha UMNPOTEPOHOB aLeTaT CNEd HHTPAMYCKYHO NPHII0XKEHHE MOXE Na ce
MPHEME 3a NTbAHA.

Pa3npeaeneHue

MakcumanHa cepyMHa koHueHTpauus 180 + 54 ng/ml ce goctura 3a okono 2-3 auu. Cnen ToBa cepymHara
KOHLIEHTPALIMA CE€ MOHHKABA C TEPMUHANEH NOAYXHBOT 4 £ 1.1 AHW. TOTATHUAT CEpYMEH KJIHPBHC HA
unnpotepoHoB auerar e 2.8 + 1.4 ml/min/kg.

LIMNpOTEPOHOB aLIETAT € NOYTH HU3LLNO0 CBBbP3aH ¢ N1a3sMeHua anbymuH. Oxono 3.5-4% ocTtaBa HeCBbp3aH.
TBHA KaTO NPOTEUHHOTO CBLP3BAHE € HECNEUHPHUHO, NPpOMEHKTE B KOHUeHTpauuaTa Ha SHBG (rnobynmn
CBBP3BALI [TOAOBUTE XOPMOHH) HE BIIHAAT BbPXY PapMaKOKHHETHKATA HA LIUITPOTEPOHOB aLIETaT.

[Mopagu ABArug NONYXHUBOT HA TEPMHHANHATA AUCTIOZULMOHHA ¢a3a B nna3zMara (cepyma) M 7 NHEBHHA
HHTEPBAJ HA RO03MpaHe, NPH MOBTOPHO NPHIOKEHHE MOXKE /12 C€ OYAKBA aKyMYJIHpaHE Ha LIMMIPOTEpPOHOB
aueTar B cepyma. PAaBHOBECHO ChCTOSHUE MEXAY OCBODOXKAABAHETC MY OT AETIOTO H ENIMMUHHPAHETO MY
MOXKE 12 C€ O4AKBA CNIEA 5 CEAMHULIM.

bruoTpaHchopmaLys
LiunpoTepoHoBuAT aueTat ce MeTabonH3dpa no pazinyHW HAYHHH, BKAOUYHTENHO XHAPOKCHIHPAHE H
KOHIOrupaHe. [ naBHHAT MeTabonuT B YoBewukara ninasma € 153-xuapokcu creanHenue. llpes ¢pasa |

LUMTIPOTEPOHOBHA ALIETAT MPEMHHABA NPE3 KaTAIMTHUEH MeTabOMNU3BM ¢ y4acTHE HA LMTOXpOM P450 eH3zuma
CYP3AA4.

EnnMuHupaue
M3BecTHa yacT OT NpU0XKEHATa A03a C€ EKCKpeTHPa HeNnpoMeHeHa B xnbyvkarta. [lo-ronamara yacr ce
€KCKpeTHUpa noa gopma Ha MeTabonnuTH B YpUHaTa U PeKanuuTe,

5.3 IlpeakTHHHYRH IaHHH 3a OezonacHoCcT

Cucmemna moxcuunocm
H3xoxaalky OT NpeAKIHHUYHH JaHHHU, 6a3MPaHK Ha KIIMHWYHU NPOYYBAHNUA 32 TOKCHYHOCT MpH
MHOFOKPaTHO NPHIOXKEHHUE, HIMa crieLMdUYeH PUCK NPpH Xopa.

Penpooyxmusna moxkcuunocm

BpeMeHHOTO NOTHCKaHE DEPTHIUTETA HA MBXKKH NJIBXOBE, NPEAHIBHKAHO OT €XEAHEBHO NEpopanHo
TPETUPAHE B HUKAKBB CNY4ait HE NOKA3Ba, 4e leveHueTo ¢ AHAPOKYp Jeno Moxe na npean3BHKa NPOMEHH
B CNIEPMATO30HIMTE, KOUTO OMXa MOrNIH Aa AoBeaar A0 MatdopMaLry KWK MOHWKaBaHe Ha QEepPTUINTETA B
KOTHJIOTO.

I'enomokcuunocm u KanyepozeHHoCMm

[IbpBHTE NMPU3HATH TECTOBE 3@ FEHOTOKCHYHOCT, MPOBEAECHH C LUNPOTEPOHOB alETaT, ca OTPULIATENHH, HO
10-HATATBLLIHKTE TECTOBE MOKA3BaT, Y€ TOH MOXkKe Na npeanaBuka pazsioHeHua B JJHK (4 yeeauueHune Ha
pectaspaunoHHaTa aktiueHocT Ha JJHK) B uepHoaApoOHHTE KNETKH OT NIBLXOBE U MAUMYHH, KaKTO B B

NPACHO HU30JIMPAHH YOBEUIKH XENATOLUMWTH, KaTO HUBOTO Ha JIHK pa3knoHeHHATA B X€NATOLIMTH Ha KYyHe €
MHOMO HHUCKO.

(Obpa3yBaHeto Ha oTiuioneHus B JIHK ce nonayyaBa npy KOHUEHTpaLKH, KOWTO MOrarT 1a ce HabmoaasaT
MPH NPHEM HA NpernopbyYaHaTa 403a UMNPOTEPOHOB aueTart. EaHO OT nocneacTBUATa HA IEYEHHETO ¢
LIMNPOTEPOHOB ALETAT IN VIiVO € yBeIM4eHaTa 4eCTOTa Ha MoABa Ha QOKATHH, Bb3MOXHO NPeHEeoITaCTHYHH
YEPHOAPOOHH N€3MK C NPOMEHEHH KNETHYHH €H3UMH MNPH KEHCKH MNJIBXOBE M NOBHILIEHA MYTAaLIHOHHA
YeCTOTa NPH TPAHCTEHHH MIBXOBE HOCEWH DaKTEPHANIEH FEH KaTO MHLLIEHA 32 MYTallkH.

KAHHHYHHTE H3NUTBAHHUA 0CEra HE NOTBbPXKAABAT YBEJIHUYEHATA Y€CTOTA HA N0ABA HA 4ePHOAPOD
TYMOPH NPH XOpa, KAaKTO U U3CAE€ABaHHUATA 34 TYMOPOTr€eHHOCT Ha LHMPOTEPOHOB aUETaT, APOBEAE
rpH3ayy, He MOKa3BaT NMPU3HaLK Ha crieundH4YeH TYMOPOreHEeH NOTEHLHA.
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Bce nak Tpﬂﬁﬂa ha c€ UMa nNpcapua, 4€ NONOBUTE XOPMOHH MOTIaT Aa NpPEAHU3IBHKAT pa3paCcTBAHC HA HAKOU
XOpMOHANHO 3aBHCHMH ThbKaHH U TYMOPH.

KaTo a0 HATHYHUTE TOKCUKOJIOrHYHH HAXO0AKH HE 1aBAT OCHOBAHHUE 34 OTXBBPJAAHC HA ynmpeﬁa'ra Ha
AH,ElpOI{y'p NpH XOopd, dK0 CC U3Non3e4d C'bOﬁpﬂSHO NOKA3dHHUATA H B NPENOPBHAHHTE NO3H.

ExcnepumenTtantuTte TecToBe nokaspat edekT, nonobeH Ha TO3W Ha KOPTHKOWANTE BLpXY HanbbuopeuHuTe
J1I€3U HA TUTHXOBE M KYueTa CJie]l NO-BUCOKH [103H, KOETO NMOJACKA3ZBA Bb3MOXKHOCTTA OT NOA0OHH edeKkTH
NpH Xopa, TPETHPaHHU ¢ MakcvMaHa ao3a 300 mg aHeBHo.

6. DOAPMALEBTHYHH JAHHH

6.1 CnHcbK HAa NTOMOUIHHTE BellleCTBA

PHLIMHOBO MACSTO 32 HHXXEKLIUH
beH3unOeH30aT

6.2 HechbBMECTHMOCTH

[MTopaan nunca Ha Npoy4YBaHHUA 3a CbBMECTUMOCT, TO3M JIEKAPCTBEH NPOAYKT He TpaOBa 11a ce CMECBa ¢
APYTH NEKAPCTBEHHU NPOAYKTH.

6.3 Cpox Ha roanocrt
5 roaAuHU
6.4 ChneunajHH yCIOBHA HA ChHXpPAHEHHE

To3m JCKAPCTBCH NPOIAYKT HC H3IHCKBA CHEUHATHHA TEMNECPATYPHH YCA0OBHUA HA CBXPAHCHHC. I[a CE
CbXPaHABA B OPDHITHHANHATA ONAaKOBKA, 34 44 CE€ NMpeanain OT CBETIIMHA.

6.5 DBHaH cbABLPAKAHHE HA ONAKOBKATA

Auapoxyp /leno ce npeaocTaBs B aMNyJ/in ¢ UBAT Ha Kexnubap ot 3 ml, cTbkN0 THN I, oNakoBaHn No TpH
AMMYJIN B KAPTOHEHA KYTHA.

6.6 CnennanHH nNpeana3HR MEPKH NPH HIXBBLPIAAHE
Ja ce chXxpaHaBa Ha MACTO, HEJOCTBLIHO 33 JIela.

Hen3non3BpaHUAT NPOAYKT HJIH OTNAABYHHTE MATCPHANH OT HEIO T'pﬂﬁﬂﬂ Ad CC HIXBBPJIAT B CBLOTBETCTBUHE C
MCCTHHTE H3IHCKBAHHA.

7. INPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee 1
51373 Leverkusen, 'epmanus

8. HOMEP(A) HA PASPEILIEHHUETO 3A YIIOTPEBA

PeructpauuoneH Homep: 20000273
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9. JATA HA ITbPBO PABPEIIABAHE/TIOJHOBABAHE HA PAZPELIEHHETO 3A
YIIOTPEDBA

JlaTta Ha nbpro pazpewaaHe: 08 wHHU 2000 r.
JlaTa Ha nocneaHo noaHosaBaHe: 12 man 2011 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

08/2020
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