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lliSﬂb}'EHiflTEﬂHﬁ ATEHLUA M0 NEKAPCTBATA

1. HME HA JJEKAPCTBEHHS IIPOJAYKT _!ermxa‘ X8paKmepUCIMUKE #a NPOgYNMa - Flpunoxenue 1
! 020040 (
Tamcynapr 0,5 mg/0,4 mg TEBpAM Kancy/au [Kon Poz. e .. ‘;\ %
4 -
Tamsudart 0,5 mg/0,4 mg capsules, hard Paspeuserue Ne PG ML AP fj’_’s’ ..... ?- ........
Ogasperie N ../1202202, .
2. KAYECTBEH H KOJIMMECTBEH CHCTAB ===~ - el

Beska 18bpna kancyna ceabpika 0,5 mg gytacrepun (dutasteride) 1 0,4 mg TAMCYII03WHOB
xunpoxynopua (tamsulosin hydrochloride), (exenanetren na 0,367 mg TamMcyno3us),

[omomHo BewecTso ¢ M3BeCTHO AeHcTBie: Bedka Kancyia chALPKA TEATHH (KOHTO Moxe A2
CBHABPIKA COEBO MaciIo).

To3u nekapeTsen NpoRyKT chabpka 299,46 mg NpONHICH IIHKOM LB BCAKA Karncyna, eKBHBAICHTHO
na 4,27 mg/kg.

34 ITEJIHHA CIUCHK HA MOMOIIHKTE BELIECTEA BH/KTE TOYKa 6. 1.

3. JEKAPCTBEHA ®OPMA
Tebpaa kancyna.

Hpoasnrosary, Tebpau kancyau N° OEL ¢ pasmepu 24,2 x 7,7 mm ¢ Ka(aBo TANIO H GeHOBO Kanaye ¢
Haamue CO01, oTniedatas ¢ 4epHO MacTHNO.

Beaka TBbp/Aa KalCyna CbIBPHKa NEJIETH ¢ H3MeHEHO oCBO0OAIaBaHE C TaMCYNO3HH XURPOXAOPUA K
€HA MCKA XKENAaTHHORA Kancyia AYTacTEepPHA.

4. KJIMHUYHHA TAHHHA
4.1 TepaneBTHYHH NOKa3aHAN

Jleuenne Ha ymMepeHo TexkKa O TEKKA CHMITTOMATHKA Ha HO6POKAYECTREHA IPOCTATHA XHOEpPIUIa3ua

(ATIX).

Hamansgake Ha pHCKa OT 0CTPO 3azbpikane Ha ypHHara (O3Y) u XHPYPTHYECka HAMeca IIpH
NALUMEHTH ¢ YMEPEHO TeKKa 110 TexkKa CHMITToMaTuka Ha JIT1X.

3a nHdopManud 33 eeKTUTE OT TSUCSHUETO W PAIIWNHMTE FPYTIH NALMEHTH, IPOYYCHH B KIHHHYHHATS
H3ITHTBAHKA, MONA BIKTE TOUKA 5.1.

4.2 Jlo3HpoBKa H HAYAH AA NPHIOKEHHE

303111[!0]3[(3

Hozupoexa

Brvapacmuu (sxmouumentio nayuenmu ¢ cmapuecxa ev3pacm)

flpenopvuanama dosa Tamcydapm e edna xancyna (0,5 mg / 0,4 mg) 6ednvaic onea
Kznpero e ymecTHo, TamMcynapT MoKe na ce M3Mon3Ba 3a aMECTBAHE HA CHBMEC
Ha JYTaCTEPH] M TAMCYJIOSHH XHAPOXJIODHA NPH CHILECTBYBAlla TepalHa c
NIPOIYKTa ¢ LeN YIECHABARHE HA JICUEHHETO.



KpfieTo € KIMHHYHO yMeCcTHO, MOke Ja Obfe oOCHkAaHa TpAKa NPOMAHA OT MOHOTEPANHSA C
OyTacTePU]| WK TaMCYNO3HH XHAPOXIopHa kKbM TaMcyaapr .

¥Yepexgane Ha 6n0peunara GyukHa

Brusunero Ha yBpenenara Ov0peuna ¢yHKUMA BBPXY (ApMAKOKMHETHKATA HAa AyTACTEPHI-
TaMCYIIO3HH He € Npoy4ysaHo. He ce owakpa HeoOXOMHMOCT OT nmpoMsHa Ha [03aTa 3a MAlMEHTH ¢
OnOpeuno yrpexnane (x. Toukn 4.4. 1 5.2).

Yepexcnate Ha gepHonpobHaTa dyHKIms

BrusuueTo Ha yBpeneHara sepHoapobHa QYHKLHS BBpXY (papMakokMHeTHKaTa Ha Tamcyaapr He e
NPOYYBAHO, 3aTOBA JIEKAPCTBOTO TpADBa Ja ce MpWIara BHHMATENHO [PH MALMEHTH ¢ JIEKO A0
YMEPEHO TeXKO YepHOApoOHO YBpexaaHe (BuKTe Touka 4.4 ¥ Touka 5.2). Vriorpebara na Tamcyaapr
TIPH NALHEHTH ¢ TEXKO YepHOAPOOHO YBperkaaHe € NMPOTHROMOKAsaHa (Bx. Touka 4.3).

IMeaxaTpryna nomyaaups
TamcyzapT e nmpoTusonokasal npH NeAHAaTPHYHATA MOMyNaiws (Ha Be3pact noj 18 roausn) (Bx.
Touxa 4.3).

Hauun Ha npHACKEHHS

3a nepopaiHo NPHIGKEHHE.

Ha panmenTrTe TpAGBA Aa ce NanaT yka3aHus Aa NOLNLINAT KafncyauTe Leny, okono 30 MHHYTH cien
€I[HO U CHILLO XpaHeHe 3a IeHs BeekH JeH. Kancynure na He ce ApBYaT Wik oTBapAT. KOHTAKTHT Che
ChIBPXKAHHETO Ha KATCYNIaTa ¢ AYTACTEPHA, KOATO ce Chabpika B Kalcynara ¢ TBEpaa 00BHBKa, MoXKe
Ja Npeau3BHKa pa3HEeHe Ha opothapHHreanHaTa IMraguia.

4.3 IlporuBonokazaums

TamcynapT e NIpOTHBOTIOKA3AH NPH:

- Jenu, nena u ronomn (Bk Touka 4.6);

- TlaupeHTH Che CBPBXUYBCTBHTENHOCT KBM AYTACTEPHA, KbM APYrd HHXHOHTOPH Ha S-anda
peAyKrasara, KbM TaMCYIO3HH (BKIIOUHTEIHO TAMCY/IO3HH-HHAYLIMPAH aHTHOEEM), o4,
$BCTHUH HITH KBM HAKOE OT APYTHTE TIOMOLHH BelliecTRa, Wabpoeny B Touka 6.1;

- TlaumeHTH c aHAMHe3a 32 OPTOCTATHYHA XHIIOTOHHS;

- TlammenTH ¢ TexkKo YepHOApoOHO 3abonarane.

44 Croenmaasd npeaynpe;xI¢HHA H NpeANA3HH MEPKH NpH ynoTpeda

KomOwnrpana Tepanya Tpsbea a ce Npemucea cliel BHHMATETHA OLEHKA Ha OTHOIIEHHETO NoN3a-
PHCK NOpaz# OTeHLHATIHO NOBHILEH PHCK OT HEKENaHR PeakMH (BKIOYHTENHO CEPASYHA
HeJOCTATBYHOCT) M CIe]l 0OMHCIIMHE HA ATEPHATHRHHTE TEPANiCBTHYHH BE3MOMKHOCTH, BKJIOYHTETHO
MOHOTEPATHH.

KapiHHOM Ha IPOCTATATA H BHCOKOCTENECHHH TYMODH
Ilpoyusanero REDUCE, efHo 4-roaingo, MyATHIENTPOBO, PAHIOMM3MPaHO, IBOMHO CI14TIO,
ru1a1e6o- KOHTPOTHPaHO NMpoyYBaHe Hacieasa edekTa Ha nyTacTepua 0,5 mg qHeBHO IPH NAHEHTH C
BHCOK PHCK 33 pak Ha IIpocTaTara (BITIOUBALIO MBXE Ha BB3pacT oT 50 no 75 romuus ¢ HHBa Ha PSA
oT 2,5 1o 10 ng/ml v HeraTiBHa GHONCHA HA MpocTaTaTa 6 MeceUa PeIM BKIIOYBAHETO B
Mpoy4BaHETo) B cpaBHeHHe ¢ IL1anlefo. PesyntariTe 0T ToBa NpoyupaHe NOKA38aT NO-BHCOKA
na Gleason § — 10 kapunHOM#E Ha npocTaTaTa NpH MBXKE, IEKYBAHM C AyTacTepuy (n=2
cpasHeHHe ¢ manebo (n=19, 0.6%). Bpnakara Mexay ayracrepug u Gleason 8 — 10
npocTarara He € AcHa. CneioBaTenHo, MEXeTe, TpHeMaIy KoMOHHausITa Tamcyn;
OBAAT OLCHABAHK PEJOBHO 32 NPOCTATEH KapLHHOM (B7K. Touka 5.1).

IlpocratHo-cnennduyueH antureH (PSA) \«



CepyMHaTa KOHNEHTpaNKa Ha OPOCTaTHO-cnenHMHuHIA anTHTeH (PSA) € BaskeH KOMIIOHEHT 3a
YCTaHOBABAHETO Ha KapLMHOM Ha npocTarara. Cnep 6-Meceuto neuerue, TaMcyaapt sogu Ao
HamanaBaHe Ha CPeIHHTE CepyMHH HUBA Ha PSA ¢ npubnusurento 50%.

Hipu manyentuTe, npremain TaMcyrapt , Tpa6ea Ja ce YCTAHOBH HOBA, M3x0aHa PSA cTolHOCT cien
6 Mecena sievenue ¢ Tamcyaapt . Tlpenopbysa ce penoBHO NpocieAsBaHe HA CTOHHOCTHTeE Ha PSA
cnen Toa. Beako notebpAeHo noBuinaBane ot Hait-HUCKOTO HUBO Ha PSA mo BPEME Ha JEYCHUETO ¢
Tamcynapt Mosxe ha e Gener 3a HANHYHE HA KAPUMHOM Ha MPOCTATA HIH 32 HEMIOBIHABAHE OT
neqennero ¢ Tamcyaapr , M TpabBa a ce OLieHARA BHUMATEITHO, JIOpH B Cy4Yail Ye TaKuBa CTOHHOCTH
Ca BCC OMI® B PAMKWTE Ha HOPMaJIHUTe CTOHHOCTH 3a MBKe, HeTIpHeMally S-anda peaykraseH
uHXHOHTOP (BXK. Touka 5.1). [Ipi uHTepNpeTHpaneTo Ha CTOMHOCTTA Ha PSA 3a [IAIHeHT, KOHTo
NpHeMa TyTacTepH, 3a cpaBHeHHe TpabBa fa ce OTHPCAT MpEeIHLIHA CTORHOCTH Ha PSA.

Jlevennero ¢ Tamcynapr He npeun Ha manomspaseTo Ha PSA Kato noMomso CPENCTBO B
RHATHOCTHAKATA HA KapilWHOMA Ha NPOCTATATA Cllefl YCTAHOBABAHETO HA HOBA M3XOMHA CTOHHOCT.

CepymunTe HHBa Ha obwwHA PSA ce BpBINAT KBM H3XONHHTE CTOMHOCTH 10 6 Mecela Clien
NpeycTaHoBABaHe Ha neyeHHeTo. ChOTHOLIGHHETO MeKAY cBobGoanma M obmna PSA octasa
NOCTOSHHO, NOPH ItoA BaHAHKE HA Tamcynapr . Axo mekapar n3Gepe 1a H3NOMI3Ba OTHOCHTEHHS NAT
(%) Ha cBoGoauma PSA kaTo MOMOMIHO CPEACTBO 32 YCTAHORABAHE HA KapIHHOM Ha MIPoCTaraTa npH
MBKE, ieKyBaHH ¢ TaMcynapr , HaMa 1a e HeoGX0ZHMMA KOPEKLIMA Ha CTOMHOCTTA MY.

Tlpn naumerTHTe TPs6Ba 1a C€ HATIPABH PEKTANHO TYIHPAHE HA IPOCTATATA, KAKTO H APYTH
H3CTICABaHAA 33 MHArHOCTHKA HA MPOCTATEH KaplMHOM HIH IPYTH 3a00NIBaHNA, KOHTO MOXKE Aa
NPUYHHAT ChIuMTe cuMnromu kare HIIX, npenu 3anoysane na neuenuero ¢ TaMcynapr , kakTo H
[EpPHOAWHHO Cen TOBA.

ChpaguHO-CHAORH HEXeNAHH PEAKIHH

B ape 4-rouiuny KIHHHMHE NPOYYBAHMA, HECTOTATA HA CHPIEYHATA HEAOCTATEUHOCT (xomMOMHHpaH
TEPMHH 32 IOKIIaABAHA CHOHTHA, ITIABHO ChPAEYHA HEAOCTHTHUHOCT ¥ KOHTECTHBHA ChPACUHA
HEJIOCTATEYHOCT) € MAITKO II0-BACOKA IPH JTHLATA, KOWTO NPHeMaT KOMOHHALHATA OT AYTACTEPHN H
andal -a7ipeHOpeNENITOPeH aHTATOHKCT, [MIABHO TAMCYJIO3HH, OTKOIKOTO cpel JIHLATA, HENpHEMALTH
komOunaiuaTa. OGaye, 4eCTOTATA HA CHPAEYHA HENOCTATEYHOCT TIPH TE3H U3NHTBAHHA € O-HHCKA
BBB BCHIKH AKTHBHO JICKYBAHH IPYIIH B CPaBHEHHME ¢ Iale6o rpynara, d Apyrd HATHYHH JAHHH 32
RYTACTEPH Wi asida ] -afpeHOPEIeNTOPHH aHTATOHHCTH HE TIOAKPETIAT 32KINOUSHHE 33 [IOBBLICHH
CBPACYHO-CEIIOBH PHCKOBE (B3 TOuKa 5.1).

Kapiunom Ha repiata

Hanuiam ca JOKNaH 3a KAPUHMHOM HA rbPAaTa IPH MbiKe, IPHEMALIH NyTACTEPHA B KIHHAYHA
Npoy4BaHHA H O BPEME HA [TOCTMAPKETHHIOBHA NepHO. EMHaeMHonOriusam npoyusanuns obaue ne
NOKA3BAT NOBUINABAHE HA PHCKA OT Pa3sBHTHE Ha KApUHHOM Ha I'bpAaTa IIpH MEKe np ynotpeba Ha 5-
anta pesyKTasHy nHxubuTOpH (B TO4KA 5.1). Jlekapure Tpabea aa HH(QOPMHPAT NAlHEHTHTE CH Ja
JOKTIA/IBaT BEHATA [IPOMEHHM B THKAHT2 HA FHPRATA, KaTO Byuku HIH NOSBA HA CEKpeT OT 3bPHATA.

br6peuno yBpexazue

JleueHneTo Ha MALKEHTH ¢ TeXKO YBpexk/aHe Ha 616petHaTa ¢yHKIHA (KPeaTHHHHOB KIHPBHC II0J,
10 mV/min) TpsGBa Na ce OCHIZECTBABA ¢ TOBHIICHO BHUMAHME, Thil KaTo TIPH Ta3H rpyna NauMeHTH
HE ¢a NpoBe/KIaHd KTHHHIHH H3NWTBAHUS.

XUOTOHHA
OproctaTnyHa: Tlonobxo Ha ocraHanuTe anda)-afApeHOPELIENTOPHH AHTATOHKCTH, 110 Bf
JIEYEHHE ¢ TAMCYJIO3HH MOXKeE Na ce HabmoJaBa OHIbKAaBAHE Ha KPBBHOTO HaJiiraHe, PAR
zo cyrkon. IlauuenTiTe, KouTo 3anousar nevenue ¢ TamcynapT Tps6sa Aa GbaaT TIjy
CCAHAT WK J1a JICTHAT IIPH MbPBHTE CHMITOMH HA OPTOCTATHYHA XHIIOTOHKA (3aMaiing
OTIIYMSBAHETO HM,



3a 1a ce cBeae 10 MHHHMYM BB3MOXKHOCTTR 38 PA3BHTHE Ha NOCTYPATHA XHIIOTOHNA, MALMEHTHT
Tpabra A2 Obzie XeMOAMHAMIYAO CTAGHIEH Ha anda;-aAPeHOPEUENTTOPEH AHTATOHKCT PE/H
3anovuBaHe ynorpebata na PDES uuxuburops.

CamnrromarryHa: [Ipenopsysa ce NOBHIIEHO BHEMAHKE, KODATO anda anpeHeprayHE GNOKHpaITH
areHTH, BKIIOTHTENHO TAMCYJIO3HH Ce IPUNaraT eanoppeMeHHo ¢ PDES HaxuGHTOpH (HanpuMep
cunzeHadun, taganadun, sapaeHadun). Andai-anpesopeuentopanTe akTaronycry ¥ PDES
HHXHOHTOPHTE €4 Ba30JM/IATATOPH, KOHTO MOXKE /12 IOHIKAT KPBBHOTO Hajgrane. EAHOBpeMeHnaTa
ynotpefa Ha Te3M /iBa KJaca JIeKapcTsa NOTEHLHATHO MOYKE 1A NPHYHHA CHMITTOMATHYHA XHITOTOHHS
(BXK. Touka 4.5).

CHMHIpOM HAa MHTPAOTIEPATHBHO ATOHMMHHS UPHC

HpH HAKOH NaUHEHTH, KOMTO Ce JIEKYBAT OHACTOAEM WIH ca GHITH JIeKyBaHH NpeaH ¢ TAMCY/IO3HH,
710 BpeMe Ha onepalys Ha KaTapakTa ¢ HaltojaBal CHHAPOMET Ha MHHTPAOIEPATHBHO ATOHHYHHA
upuc (Intraoperative Floppy Iris Syndrome - IFIS, sapnant na cunapoma Ha TACHaTa 3exmua). IFIS
MOXe Na OBHIIIM PHCKA OT OYHH YC/IOKHEHUsA 110 BpeMe Ha | cire] onepaupara. [lopaau Tasu
MpHTHHA HE e NPENOpBYBa 3arl0UBaHe Ha JICHCHHe ¢ TaMcynapT NpH NAlMEHTH ¢ HACPOUSHA
onepanys Ha KaTapakTa.

ITo BpeMe Ha npeAONEPATHEHATA OLIEHKA XMPYP3HTE, H3FBLPINBALIH ONEPAIHMH HA KATAPaKTa, H
€kunuTe 0dTANMONO3M TPAGBA A BIEMAT [PE/IBHA AaJIH NAMEHTHTE NPHEMAT WTH ca TPHEMATH
Tameynapt , 32 1a ce OCHTYPAT NOAXOAAIIA MEPKH 33 oBhazsABaHe Ha [FIS no BpeMe Ha onepatusra.

CrinpaneTo Ha npHeMa Ha TaMCYJI036H | — 2 CeAMMUIIM TIpeiM OTIEPALMATS Ha KATAPAKTA Ce CMATA 3a
MOJIE3HO, HO peallHaTa rIoN3a H IPOAL/LKMTENHOCTTA HA IEPHOJA OT BPEME, 32 KOKHTO JIEKapCTBOTO
TpaGBa [a Ce Chpe Npeay OnepalATa HA KATAPAKTa, BCE OIle HE Ca YCTAHOBEHH.

Kancyawu ¢ HapyiieHa nanocTt
Hyractepun ce pesopGHpa mmpes Koxara, NOpagH KOETO KEHHTE, IeNaTa # IoHOLIHTe Tpaba Aa

M30ATBaT KOHTAKT C KANCYJIH C HapyIleHa UANoCT (B, Touka 4.6). AKo ToBa ce ciyuu, 061acTTa Ha
KOHTAaKT TpA6Ba He3abaBHO Na ce U3MHE ¢ BOfa M CanyH.

HuxuGuropu na CYP3A4 u CYP2D6

ENHOBPeMEHHOTO NPUIOKEHUE HA TAMCYNOSHHOB XMAPOXIOPHA ¢ MOLIHY HHXUEHTOpH Ha CYP3A4
(HanpUMEp KETOKOHA30T), KM B NIO-MaJIKa CTENEH ¢ MoLHu HHXHO6HTOpH Ha CYP2D6 (nanpumep
IApOKCETHH) MOXe /la IOBHIIIH EKCIIO3HIIHATA Ha TaAMCYJIO3HH (B, Touka 4.5). CliefoBaTe o
TAMCYNO3HH XHIPOXJIOPHA HE C€ NPEnoPbYBA NIPH NALMEHTH, npaeMany MoleH CYP3A4 unxuGurop
¥ Tps6Ba na ce H3MON3Ba BHUMATENHO NPH NallMeHTH, NpreMaLtH ymepen CYP3A4 HHXHOHTOD,
MomeH Wik ymepeH CYP2D6 unxuburop, kombunawms or CYP3A4 u CYP2D6 unxuburopn, Hiu
HPH NAlHEHTH, 38 KOHTO € YCTAHOBEHO, Y€ ca 6aBHH MeTabonusatopu Ha CYP2D6.

YepHoapobOHo yBpEKIaHE

TaMcyzapT He e Npoy4BaH NpH NALMEHTH ¢ YepHoapoGHO 3aGonasate. Tamcyaapr Tpabea aa ce
npunara BHUMaTe/IHO MPH NAIHEHTH C JIEKO 40 YMEPEHO TEHKKO YepHOoAPoOHO yBpexaaHe (Bx. TOUKH
42,43u35.2).

Harpuii
To3u nekapcTeH NPOAYKT ChABPIKA no-Manko ot | mmol natpuii (23 mg) va Kancyna, T.e. MOXe Ja

€& Kake, Y€ MPaKTHYCCKH HE ChALpXKa HﬂTpHﬁ.

4.5 BaaumoseiicTBHe C IPYrH JeKapCcTBeHA NPOIYKTH 1 APYIH GOPMHA HA BIaAAMO,
He ca npoBexnann npoy+ranks 3a NekapcTheHnTe B3anMoaeiicTBus Ha Tamcyzapr .
noIty uaopMaIs OTPa3ABa HANMMHHUTE AAHHH 33 OT/EIHHTE ChCTABKH. /

Avmacmepuo



3a HH(OPMALKA OTHOCHO TIOHIKABAHETO HA CTOHHOCTHTE Ha cepyMHHS PSA 110 BpeMe Ha Nievenwe ¢
BYTacTepull, KAKTO H 32 HACOKH 34 YCTAHOBABAHE Ha KapPLHHOM Ha NPOCTATATA, MOMA BHIKTE TOUKA
4.4,

Egpexmu na opyzu nexapcmsa evpxy apmaxoxunemuxama na dymacmepud

JlyTacTepus ce eMMHHMpa raBHO Ype3 MeTabonuzupare. In vitro npoyuBaHusTa Nokasrar, ge TORA
meTabomH3Hpate ce xatamnsupa o CYP3A4 u CYP3AS. He ca npoBexaaH HacoueHH Npoy4YBaHHUA
3a B3AHMOJICHCTRHA ¢ MOmHH HHXMOHTOpH Ha CYP3 A4. Bhipeky ToBa, IPH NOMyIaLHAOHHO
(apMakOKHHETHYHO NPOYUBAHE KOHUEHTPALMHTE HA CePYMHHS OyTacTepul ca OHIIH ChOTBETHO
cpenHo 1,6 10 1,8 MBTH NO-BHCOKM NPH MaTEK BpOi MAIIHEHTH, NIPH KOKTO CEBMECTHO C OyTacTepun
Ca npunaraHy BEpanamun WiH JATTHA3eM (yMepenn HHXHOUTOpH Ha CYP3A4 v muxuGuropH Ha P-
TTIHKOTIPOTEHH), B CPABHEHHE ¢ OCTAHAJINTE HALMEHTH.

IIponbiukHTETHAAT NpHeM Ha KOMOHHALHATA Ha AYTACTEPH/ ¢ JIEKAPCTBA, KOKTO €4 MOIZHH
WHXHOHTOPH Ha ensuma CYP3A4 (nanp. puronarmp, HHAHMHABHUD, Hea30nOH, HTPAKOHA3OI,
KETOKOHA30M, PHIIOKEHN NEPOPAIHO), MOXKE /1a TOBHILH CEPYMHHTE KOHUEHTPALIHH Ha XyTacTePHI,
BepoatHoctra 3a qombiaHuTeHO HHXHOMpaHe Ha S-anda penykTasara MPH TIOBHILICHA EKCIIO3HLIMA Ha
IDYTAacTepHi € Majka.

AKo 0bave Ce YCTAHOBAT HEKENAHH JIEKAPCTBEHH PEeaKilMH, MOjKe [1a ce 06CHAN HaMasgBane Ha
UcCTOTaTa Ha IpHeMa Ha aytacTepun. Tpabea ma ce oTGenexn, ue B cyyail Ha eH3UMHO HHXMOHpaHe,
ABITOTO BPEME HA MOYKHBOT MOXKE J1a Ce YIBIDKH JOITBITHHTEIHO H AOCTHTAHETO HA HOBO
PABHOBECHO CHCTONHHE MOXKE /12 ce [IOCTHIHE CIe] [IOBEYE OT 6 Mecena ChITBTCTBAINO JIeYeHHe.

TpanosxenueTo Ha 12 g XONMECTHPAMMH €K Yac cliejl IpHeM Ha €[IHOKpATHa K033 OT 5 mg
HYTacTepu/1 He € NOBAKAI0 GapMaKOKHHETHKATA Ha TyTaCTEpPHI.
E¢exru Ha ryTactepun pbpxy hapMakOKHHeTHKATa Ha APYTH JIeKapcTBa

B xnunudHO npoyusate ¢ Marbk 6poit yuactHum (n=24) B TPOABDKEHHE Ha ABE CEAMMLIH TIPH
3ApaBH MEXeE, MyTactepua (0,5 mg AHEeBHO) He e okasan edekT BHPXY (PapMakOKHHETHKATA HA
TAMCYTO3HE WM TepasosuH. CHILO Taka, B TOBA MPOYYBAHE HE € YCTAHOBEHO (QapMAKOTHHAMHYHO
B3aUMOJICHCTBHE.

JyracTepun He nosusBa hapMaKOKHHETHKATA Ha BaphapKH WiH THrokcuH. Tosa mokasea, ue
AyTacTepuy He HHXubHpa/mHayuupa CYP2CY win TpancnopTHaTa MoJieKyia P-rmaxonporens. In
Vitro mpoy3BaHAATA 32 B3AUMOACHCTBHA TTOKA3BAT, Y€ AyTacTepHI He HHXHOHUpa eH3umHTe CYP1A2,
CYP2D6, CYP2C9, CYP2C19 wim CYP3A4.

Tamcynozun

CBBMECTHOTO NMPHIOXKEHHE HA TAMCY/IO3HH XHIPOXJIOPH] ¢ JISKAPCTBA, KOMTO MOTAT /13 NOHIKAT
KpBBHOTO HalAT2He, BKIIOYATENHO aHecTeTHIH, PDES uaxubutopu u apyru andal-
a[peHOPELICTITOPHH AHTATOHHCTH 5K MOLTIO 1a I0BE/IE [0 3ACHACHH XHIIOTEH3HBHH ehexTH.
HyTractepua-TamcynosuH He TpA6Ba Na ce mprIara B KOMOHHALIMS © apyru andal -
APEHOPELIENITOPHHTE aHTATOHKCTH.

EaxoBpeMeHHOTO NpHNoXeHye Ha TAMCYA03HE XHAPOXIOPHI H KETOKOHa30M (Mommen CYP3A4
MHXHGHTOP) BOAH 1o moeummaBake Ha Cmax u AUC Ha TaMcy/o3nn XHAPOXJIOPHN ¢ KOeHUMEHT
CBOTBETHO 2,2 M 2,8. ENHOBPEMEHHOTO NPHIIOKeHHE HA TAMCYJIO3HH XHIPOX/IOPH H IAPOKCETHH
(mowen CYP2D6 uuxuburop) Boau Ao nopHmaeane va Cmax n AUC #a TAMCYJIO3HH XUAPOXIOPHA €
Koe)HIHEHT choTBeTHO 1,3 M 1,6. [lonobuo noBHiIapaHe Ha eKCMO3MLIMATA Ce OYaKBa npu CYP2D
6aBHH MeTabOMM3aTOPH, CpaBHENH ¢ Gbp3H MeTaGoIM3aTOPH TIpH €JHOBPEMEHHO TIPHIIOKE
momen CYP3A4 uaxuGurop. Edexrute ot ennoppemenno npuioxkenne Ha CYP3A4 u [
MHXUOHTODH ¢ TAMCYI03HH XHIPOXJIOPHT HE Ca OLEHABaHH KIHHHYHO, o0aue e HAJTHIJ
3HAYHTEIHO NOBHINABAHE HA CKCHO3KLIMATA HA TAMCYJIO3HH (B3kK. Touka 4.4). '




(44%) na Tamcyno3uH xiapoxiopua. HeobXomuMo e moBuiIeHO BHUMaHHE, KOFaTo OyTacTepHa-
TaMCYJIO3AH ¢€ MpHara B KOMOHHAIMA ¢ IHMETHAHH.

He e nposeskaatio cneunduuno wanireate Ha JEKAPCTBEHMTE BIAMMONEHCTRHS NIPH CHBMECTHOTO
[IPUIOKEHHE HA TAMCYJIO3HH XHAPOXTOPH] 1 BapdapyH. PesynTaTHTe OT orpaHMyeHH in vitro H in
vivo Npoy4BaHuA He 1aBaT ACHA 3akyouerna. Jlaxnopenak n paphapuH, obade, MOTAT 1a OBUINAT
CKOPOCTTA HA EITHMHHHMpaHe Ha TAMCYNIO3HH. EnHOBpeMeHHOTO MpHIOKeHHe HA Bapapry 1
TaMCYJI03HH XHUAPOXJIOPpUA TPAOBA A4 € C TOBHLIEHO BHUMAHHE.

He ca nabmoaasaHy B3aHMONEHCTEHA NPH [IPHIOKEHHE HA TAMCYJIO3HH XBAPOXIOPH/ CHBMECTHO ¢
aTEHOJIOJI, CHANANPHI, HHGeTHNHH Wi TeoduH. CHIBTCTRAILO NPANATaH (YPOCEMHT BOJH JO
CIaj B IIa3MEHHTE HHBA HAa TAMCYJIO3HH, HO Thii KATO HUBAaTa OCTABAT B MPAHMIMTE HA
TEpaneBTHYHATE He € Heo0XOnHMa KOPEKLIHA Ha I03UPOBKATA.

In vitro ceoGonnaTa dpakima Ha TAMCYJIO3HH B YOBEIIKA MTA3MA HE CE TPOMEHs HATO OT AMAsernaM,
HHTO OT NPONIPAHONON, TPHXIIOPMETHASK, XIOPMAIHHOH, aMHTPHITTHIIAH, AMKIO(EHAK,
TTUGEHIIIAMAN 1 CHMBACTATHH. TaMCYJIO3HH CBILO He NPOMEHA CBOBOAHNTE (BPAKIMH HA QHAzEnaM,
OPOTIPAHOJION, TPHXJIOPMETHA3HA H XIOPMAaAHHOH.

4.6 @epTHIHTeT, GpeMeHHOCT H KbPMeHe

Ynotpebara Ha TamcynapT npu skeHy e poTusonokasana. He ca Mpobexxnany npoydsauus 3a
ycTaHOBsBaHE Ha edekta Ha TamcyaapT BEPXY GpemenHocTTa, KbpMeHETO H depriinTera. JlaneHara
nonoTy nHGOpMaLUsA OTPa3ABa HANHYHATA HHDOPMAIIRA 32 OTAETHHTE CHCTABKH (BX. Touka 5.3).

bpemennoct

Kaxro 1 octananute uHxHGHTOpH Ha 5-anta pepyxrasara, KyTacTepun HHXuGHpa NpPEBPBINAHETO HA
TECTOCTEPOHA B AMXHAPOTECTOCTEPOH H 8KO € IPHIOKEH Ha XKeHa, OpeMEHHa ¢ MLXKH deTyc,
AYTAaCTEPHI MOKE Ja TOTHCHE Pa3BUTHETO HA BBHILHUTE NMONOBH OPTraHH Ha deTyca (Bxk. Touka 4.4).
B criepmaTa Ha LA, npreMaltH yTacTEPHA, Ce yCTAHOBABAT MANKH KoHUecTRa qyTactephn. He e
HM3BECTHO AAITH MBXKKH (eTyc me 6bjie MOBTHAH HEraTHEHO, AKO MAKaTa HMa KOHTAKT ChC CIIEPMAaTa
Ha NALHENT, JIEKYBAH C iyTacTepHA (PHCKET 33 TAKOBA YBpeXAAHE € Hali-rojiaM npes mopauTe 16
CeIMHLIM OT OPEMEHHOCTTA).

Hono6Ho Ha Benuky uHXHOHMTOPH Ha 5-anda pemykTasaTa, KOTaTO NAPTHEOPKATA Ha NIALAEHTA €
OpeMeHHa WIH € BE3MOXKHO 13 3a0peMEHee, Ce NPenopbyBa J1a e W3II0/3Ba NIPE3ePRATHB [0 BPEME Ha
TOJIOB KT C LIeN Ja ce H30eTHe KOHTAKT Ha MapTHLOPKATA ChC CIIEPMATA Ha MAallUeHTa.

ITprmosxkeHHeTo Ha TAMCYNO3HH XHAPOXIIOPH] NIPH GPeMEHHH KeHCKH IUTHXOBE H 3aiilH He €
NOKa3a/10 NAHHH 33 YBPEKAAHE Ha IUTONA.

3a undopMaLIA OTHOCHO MPEAKNHHUYHATE AIHHK BIKTE TOUKA 5.3.

Kbpmene
He e M3BecTHO nanu MyTacTepua Wik TaAMCYJIO3HH ce €KCKpeTHpaT B KbpPMaTa NPH XOpa.

Qeprnrer
HMa cpo6uienus, 9e ayTacTepi OBJHABA XapaKTePHCTHKHTE Ha CTiepMaTa (HaMAISABAHE HA 6pos Ha

CTIEPMATO30HHTE, 0GEMa Ha CIIEpMaTa H TIOJIBIHKHOCTTA Ha CTIEPMATO30HAMTE) TIPH 3APaBH Mbke
(. TouKa 5.1). BEIMOKHOCTTA 32 HAMANABAHE HA MEXKKHA EPTIIIHTET He MOe /1a Gbae
M3KJIIOYEHa.

He ca ouenapany edekrite Ha TAMCYNO3HH XHAPOXIOPHA BLPXY GPOA Ha CHIEPMATO30MAKT
¢yHKUHATa Ha CiepMaTa. /L,

4.7 EdiexTn Bbpxy cmocoGrocTTa 33 mogEpane H pabora ¢ MAIIHHA



He ca u3pbpimBany npoyusanns 3a edexTuTe Ha TaMcyAapT BBPXY crocoGHOCTTA 3a wohHpaHe H
paboTa ¢ MalmHu. Benipexu ToBa, nauMeHTHTE Tpa6Ba Aa GnaaT HHGOPMUPAHH 32 BE3MOKHAT? [101Ba
Ha CAMITOMH, CBBP3aHH C OPTOCTATHYHA XHMIOTOHHA, KaTo 3aMaiiBaHe, T0Karo npuemar TaMcygapr .

4.8 Hexenann sexkapcTpeAd peakun

Ilpencrasenite no-nony JaHHE ca CBHP3aHM ¢ NPIICKEHHE Ha MYTACTEPH, 3a¢HO ¢ TAMCY/IO3HH OT
4-rofiniuer aHanK3 Ha npoyusanero CombAT (Kombuanpane Ha Avodart u TaMcy103HH -
Combination of Avodart and Tamsulosin), cpaseenue Ha nyTacTepun 0,5 mg H TamMcyaosun 0,4 mg,
NPHJIOKEHH BEAHBK AHEBHO 38 YETHPH FOAHHH KaTo KOMOHHHpaHA Tepallis WIIH KaTO MOHOTEpaTIHs.
HAemoHcTpHpaHa € GHOEKBHBATIEHTHOCT Ha TaMCYAApT C eIHOBPEMEHHO TIPHIICHEHH AYTACTEPUA U
TAMCYJTO3HH (BiK. Touka 5.2). Jlanena ¢ HHOpMALMa 1 38 NPodHIHTE Ha HEXEeJIAHH PEaKIHH Ha
OTAE/HATE AKTHBHM BEILECTRA (AyTacTepu K TaMCylo3HH). O6bpHeTe BHUMAHKE, Ye He BCHUKH
HEXENIAHA PeakiMH, IOKIa/IBaHH 32 OTASTIHHMTE ChCTABKH, ca chobiasanu npu Tamcynapr, 4 ca
BKJIIOYEHH 3a HHQOpMALKsA Ha Jiekaps, KOHTO Npe/INHCBa IEKapCTBOTO.

Haunun ot 4-rommnnHoTo npoyusane CombAT noxazear, 4e 4eCTOTATA HA BCHYKHATE, OLIEHEHH OT
H3CNISNI0BATEIA KATO JICKAPCTBEHO-CBbP3aHH HEXKEITAHH PeakiiiH 110 BpeMe Ha ITHPBaTa, BTOpaTa,
TpeTaTa H 4eTBBPTaTa FONHHA OT JIEYEHHETO, ¢ GHIIH chOTBETHO 22%, 6%, 4% u 2% 3a
KoMOHHHpaHATa Tepanua AyTaCTepry + Tamcynosus, 15%, 6%, 3% u 2% 3a MoHOTepannaTa ¢
mytacTepua, 1 13%, 5%, 2% u 2% 3a moHoTepamiATa ¢ TaMCYn031H. To-BHCOKaTA YecTOTa Ha
HEKENaHH JIEKapCTBEHH peakiMH B rpyTiaTa Ha KOMOHHHpPAaHATa Tepanus fpe3 MbPBaTa FOIHHA OT
NEYCHUETO € CBLP3aHA C NO-BHCOKA YeCTOTA HA HAPYINEHHA Ha BEb3NPOH3BOJUTENHATA CHCTEMA, 1O~
CrIENMANHO HA HAPYIICHHA Ha esKYNALMATa, HabMonaeany npM TasH rpyla.

OuesennTe OT M3CHENOBATENS KATO IEKAPCTBEHO-CEbP3aHH HEIKEAHH PEAKLIHA ¥ CHOGIIEHH ¢
9eCTOTA OT 1% MM NOBeYe No BpeMe Ha IILPBATa FOJHHA OT JIEYESHHETO, B npoyueadeTo CombAT,
KNHHAYHHTE NPOyUBaHHs ¢ MoHOTepanHa Ha JITX u npoyusanero REDUCE ca nokasanu B
TaGJKLATa NO-A0Y. B A0MBIHEHHe HeXelaHUTe ehEeKTH Ha TAMCY/I03HH HO-J0MLY C& OCHOBABAT HA
HANHIHATA MH(POPMAIIHA B TyOIHYHOTO MPOCTPAHCTBO, UeCTOTHTE Ha HEXKETAHHTE PeaKiHH MOXKE Aa
Ce YBEJHYAT, KOraTo c€ H3MOa3Ba KOMOHHHPaHA TEParTHA.

HecToTa Ha HeXeENaHUTE PeaKLMH, HIEHTHOULIMPAHK B KTHHIYHE TIpoyuBaHua: Yectu (> 1/100 zo <
1/10), Heuectn (= 1/1 000 xo < 1/100), peaxu (> 1/10 000 ao < 1/1 600), MHOrO pexKH (< 1/10 000).
Bte Beska rpynupoka no creTeMo-opraiied kiacose (SOC), HexKeNaHuTe peakLHH ca MPEACTABEHH B
HH3XO/AL Pefl [10 OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

Cucremo-opranen Hexenann Ayrtacrepna + AyTracrepng Tamcynozns
KJjac peaKnuH TAMCYJIO3HH
Hapyinenms Ha CHHKOn - - PeIKH
HEpRHATa cHCTEMa SamaiiBane 9ECTH - 4eCTH
I'nasoGonue - - HE4eCTH
Cepnevuan Crpacuna HEeYECTH HEUECTH -
HAPYLICHHS HEZIOCTATEYHOCT
(KomGHHupan
TepMuH )
MANIHTALHA - - HEUecTH
CbnoBH HapyIneHHs OprocTaTHuna - - HeYecTH
XHIOTOHMSA
Pecnvparopun, PHHHT - -
[PBOHH H
MEAMaCTHHANHH
HapylleHHUA
CromalllHO-4peBHH Sanek - -
HapyineHHs )lﬂapm - _
Tanene - -
Iloppwiliane - -




Hapymenus Ha AHrHoeneM - - Penki
KOXaTa 1 Cuszpom Ha - - Muoro peaxu
NOIKOXKHATA THKAH Stevens-Johnson
YprHKapHd - - Heuectn
ObpuB - - HEYECTH
Hpypuryc - - HeuecTH
Hapyinenus Ha NpHAH3IBEM - - MHoro peaxn
BB3Npou3BoNTeNHaTa | MMnoTentHocT | YectH Yectn® -
CHCTeMa ¥ TbpaaTa [IpoMeneHo Yecti Yectn® YecTH
(HaMasneHo)
nubuno’
Hapymenns na YectH Yectw® Yecrn
esKynaluaTa
Hapymenns Ha | Yectn Yecri® -
MJICYHATA JKie3a’
OO0mH HapymeHua 1 | AcTeHus - - Heuectn
edeKTH Ha MACTOTO
Ha NIPIICKEHHE

* llyracTepun + TaMCYJIO3HH: OT npoyusaHeTo CombAT — YecTOTHTE Ha HEXKETAHHTE peakuMu
HamalseaT Mo BPEME Ha JIEYEHHETO, OT 1-pata 10 4-TaTa rogHHa

8 JlyTactepHa: OT KIMHHYHHTE IPOYYBaHHA ¢ MOHOTEpamua Ha JITX

* TaMcynosun: ot ocHoBHHSA npotit Ha Ge3omacHoct B EC (EU Core Safety Profile) na tamcynosun
" Ilpoyasane REDUCE (Bx. Touka 5.1)

" KoMGHHUPAHHAT TepMHH CbPASYHA HENOCTATEYHOCT BIUTIOUBA KOHNECTHBHA CHPAETHA
He0CTaTBYHOCT, ChPIEYHA HEJOCTATEYHOCT, JIEBOKaMEPHA HEIOCTATBYHOCT, OCTPa ChpaeYHa
HEJOCTATHYHOCT, KAPMOTEHEH 110K, OCTpa JIeBOKaMepHa HeA0CTATHYHOCT, AeCHOKaMepHa
HEZOCTATHYHOCT, OCTpa AECHOKAMEPHA HEJOCTATBHHOCT, KAMEPHA HEJOCTATEIHOCT,
KapAHOMyIMOHANHA HEAOCTATEUHOCT, KOHMECTHBHA KAPAKOMHONIATHA

? BKIFOYBA HANPEKEHHE H YTONEMSBAHE Ha MHPINTE

? Tesu HexeNaHH PEAKIMH B CeKCyalHaTa hyHKIMA Ce CRBPIBAT ¢ IEUSHHETO ¢ AYTACTEPHL
(BKMOYMTENHO MOHOTEPANHA H KOMOHHALMA ¢ TaMcyno3uH). Te3n HexellAHH peaKidH MOXe a4
NEPCHCTHPAT ClIe/ MPEYCTAHOBABAHE Ha cdeHHeTo. Poldara Ha AyTACTEPH MO OTHOIIEHHE HA TOBA
HEepPCHCTHPAHE HE € H3ICHEHA.

~ Bxnroysa HamaliRaHe Ha obeMa Ha criepMaTa

JAPYT'H NAHHH

[poyusarnero REDUCE noxasea no-eucoka uecrora Ha Gleason 8-10 kapLHOMH Ha IpocTaTarTa npu
MBXeETe, IEKYBaHH C TyTAaCTePHI B cpaBHeHue ¢ tuianebo (Bx. ToukH 4.4 u 5.1). He e ycranoBeHo
Aand ehekThT Ha yTAcTePH I 32 HaManapate of0eMa Ha NPOCTATATA WK CABP3aBM ¢ NPOYYBAHETO
(axTOpH ca NOBIMHAIH BLPXY PE3YJITATHTE B TOBA MPOYYBaHE,

CaeqHoto € noxIazBaHO B KNHHHYHE HPOYYBaHHA H IOCTMAPKETHHIOBA YIOTpeba: KapLHHOM Ha
rbpIATa OpH MBxKe (BxK. Todka 4.4).

IocTMapKeTHHTOBH TAHHH

Hexenanute nekapcTBEHH PeaKiHH OT NOCTMAPKETHHIOBOTO HAGIIOREHHE B LEJHA CBAT Ca
YCTaHOBECHH OT CIIOHTAHHHTE MOCTMAPKETHHIOBH JOKNA/H, NOPaIH KOETO peaiHaTa YecTora He e
HM3BECTHA.

Hyracrepun —
HapyluieHu:n Ha IMYHHATA CHCTEMA

C Heu3BecTHa 4ecToTa: ANEPrUtHH PEaKIMH, BITIOUHTEHO 00PHB, ChpPGex, YPTHKApU?
JIOKaJIH3HpaH OTCK H AaHTHOSHEM. i

TcuxuuHu HapymeHus
C neu3pecTHa yectoTa: Jempecus



Hapyernns va xokara H NOAKOXKHATA THKAH
Hewectu: Anoneuns (3ary6a Ha okocMsABaHe, NIABHO M0 TAIOTO), XHNEPTPUXO3a,

Hapyierns Ha BE3OPOM3BONMTENHATA CHCTEMA H IbpJATA
C nemsBecTHa YectoTa: Bonka U nonysane Ha TecTHcHTe

Tamcynosun

110 Bpeme Ha NOCTMapKETHHIOBOTO HABMOAEHHE CHOOIIEHH 38 CHHAPOMA HA HHTPaoNepaTHBHO
aronuynms upuc (IFIS), BapuanT Ha cHHApPOMa Ha TACHATA 3eHHMLA, IIPH ONEPATHBHO JICUEHHE Ha
KaTapakTa, ce CEbP3BAaT ¢ ajltal-anpeHOPeeNTOPHITE aHTATOHUCTH, BIJIFOUHTEIHO TAMCY/I03HH (BIK.
TouKa 4.4).

Oceen T0Ba, BHB Bpb3ka ¢ ynotpebata Ha TAMCY/IO3HH Ca AOK/IANBAHK NIPECEPAHO MBXIEHE,
APUTMHAA, TAXUKAPANS, JACTIHES, SIIMCTAKCHC, 3aMBITICHD 3pEHNE, HAPYLICHHE Ha 3peHHETO, EPHTEMA
myatudopme, excolHaTHBEH ASPMATHT, HapyUICHHE Ha SAKYJIALHATA, PETPOTPANHA €FKyNaIA,
JIHIICa Ha €AKYJIaUHA M CyX0Ta B ycTara. YecToTaTa Ha HeXKenaHHTe PEAKLYIA H POJIATa HA TAMCYIIO3HH
33 TAXHOTO NPHMHHABAHE HE MOTAT Na GbJaT onpeneieH: Che CHIYPHOCT.

ChobiapaHe Ha NOAO3HPAHK HEWENAHH Peakuun

CrobapaneTo Ha NONO3APAaHH HEKENAHH PEaKLHH ClIe/ paspellaBade 3a ynorpeGa Ha JlekapCcTBeHMA
NPOAYKT € BaXHO. ToBa M03BO/ABA Aa NPOBDKH HAOMOASHHETO HA CHOTHOLIEHHETO TIONN33/PHCK 33
nexapcTBeHHS MpoIyKT. OT MeAHMUMHCKHTE CICLMATTHCTH Ce M3HCKBa Ja ChoOLIABAT BCAKA
NOZI03HpaHA HeKENaHa peaKLya Ype3 HALMOHAJIHA CHCTEMa 3a ChobinaBane:

H3nbnHuTEHA areHLAA 110 JIeKAPCTBaTa
yi. ,,Jdaman I'pyes” Ne 8

1303 Codusn

Tel.: +35 928903417

yeOcaiit: www.bda.bg

4.9 Hpenosupane
HsMa Hanu4HK maHuu 3a npenosupade ¢ Tamcynapt . [lpeacrasenara no-pony wrbopMalums OTpasasa
HaMHYHATa HHOOPMALHA 33 OTAEHHTE ChCTABKH.

Oyracrepnn

Ipu n3npTBaHKs N AOGPOBONILM ca NPHJIAraHH eAHOKPATHH AHEBHH A03H ayTacrepun ao 40 mg
AHeBHO (80 TETH TepaneETHYHATA 103a) B IPOABILKEHHE HA 7 1HH Oe3 3HAUNME MPOGIeMH, CBLP3aHH
¢ 6esonacHocTTa. [Ipn KTMHMYHATE HANHTBAHMA HA YYGCTHHIIATE Ca NPHIATAHH JO3H OT 5 mg JHEBHO
32 6 Meceria Ge3 JOMBTHUTEITHHE HEXeNaHH PEaKL|A cIPAMo HabMioaBaHKTe TIPH TepaneBTHIHH 031
ot 0,5 mg. Hama cnietuduen avTHAOT Ha TyTacTepun, NOpajy TOBA TIPH TIOZO3PEHHE 34
npenosupade Tpg6Ba fa ce HA3HAYH NOAXONAIO CHMITOMATHYHO W NOAABPKAILO IEHEHHE.

TaMcynosuH

CrobmasaHo ¢ ocTpo Npeo3npaHe ¢ 5 mg TaMcynosuH xuapoxaopuy. Habmoxasanu ca ocrpa
XUMOTOHUA (CHCTONHYHO KPBBHO HausraHe 70 mm Hg), noepuillase W IMapus, B ¢ TEKYRAHM C
BIIHBaHE Ha TEUHOCTH KaTO NALMEHTHT € H3lHcaH ome chius AeH. [Ipa cmyyante Ha ocTpa
XHIOTOHHA CJle Ipeflo3upane TpAbEa fa Ce OCHIYPH ChPAeYHO-CHA0BA OAAPHKKA Ha NalMeHTa,
KpeBHOTO HalsraHe MOXKE 12 ¢¢ BE3CTAHOBH B CHPICYHMAT PHTHM Ja C€ HOPMAJIU3Hpa ¢ MocTABAHE
Ha MALKEHTA B JIETHANIO MOJIOJKEHHE. AKO TOBA HE MOMOTHE, MOTAT [a C& M3II03BaT
00eM03aMECTHTEITH M NPH HEOGXOAHMOCT Basonpecopy. Tpabsa 1a ce npocneasea Gp6pednata
d)ymcmm H Jia ce mpHiara ooLIonoanLpKaLo JiedeHue, Manko BeposTHO € AHANH3ATA 13 TOMOTHE, .
Thil KATO TAMCYIIO3HH € CBbP3aH BB BHCOKA CTeNeH ¢ IUIA3MEHHTE POTEHHH,

3a 3abaBsane Ha pe30pGIHATA MOTAT 1A CE BIEMAT MEPKH KATO NPeIH3BHKBAHE HA TIOBP)
IpPHEM Ha rojleME KOTHYIECTEA JIEKAPCTBO MOJXKE /12 ce HANPABH CTOMALIHA NPOMHBKa
NPHIIOKAT AKTHBCH BBIICH H OCMOTHYEH JJaKCATHE KATO HATPHEB Cyndar.
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5. @®APMAKOJIOTHYHHN CBOWCTBA
5.1 ®apmMakoIHHAMHYHN cBOMCTBa
QapMakoTepaneBTHiHa rpymna: Anda-anpenopenentopiy auraronucth, ATC xon: G04CAS52

Tamcynapr e komOuHalms OT ABe NeKapeTBa: AyTacTepHU, ABOSH HHXHOHTOpP HA Su-peaykrasara (5
APH) ¥ TaMCYNO3MHOB XHIPOXJIOPHA, BHTATOHHCT HA (s H (id AApEeHOpeUenTopy. Tesn JeKapcTBa
HMaT NONbLJIBAINH ¢ MEXaHU3IMH Ha JEHCTBHE, KOHTO OBp30 MOZOGPABAT CHMIITOMHTE, MOTOKa Ha
YPHHaTa M HaMaJABaT PpHCKA OT OCTpa saApekka Ha ypuHara (O3Y) u HeoOxomumoctra OT
onepaTHBHa HaMeca 3a J{ITX.

Hyractepua nHxubupa kakTo T 1, Taka ¥ THO 2 H30SH3UMMTE HA 5 anda-penykrasara, KOUTO
OTIOBApAT 334 MPEBPBILAHETO Ha TecTocTepoHa B auxHiaporecrocTepod (AXT). IXT e OCHOBHHAT
aHIpOreH, OTrOBOPCH 332 HADACTBAHETO Ha mpocTata M pasputHeTo Ha JITX. Tamcynoaud uHxubupa
Q1a M Ol1q AIPCHEPTHYHHUTE PELIENTOPH B [IAAKHTE MyCKY/IH Ha [IPOCTATHATA CTPOMA H B IMIMHKaTa Ha
NAKOYHHA Mexyp. [IpuGnuzsrento 75% OT ai-peLieNTOPHTE B IPOCTATATA C4 OT CyGTHIT 015,

IIpunoskenue Ha JyTacTepHa 3a€HO ¢ TAMCYJIO3HH
HpencTaseHuTe mO-A0AY JaHHM OTPA3ABAT HATMYHAT2Z MHGOPMALHA 3 JeWeHWE C MpANAraHe Ha
AYyTacTepu/ 3a€AHO C TAMCYJIO3HH.

Aytacrepun 0,5 mg/nuesso (n = 1 623), Tamcynosun 0,4 mg/mHesHo (n = 1 61 1) anu koMOMHaLMg OT
Ayracrepua 0,5 mg rumoc tamcyinosud 0,4 mg (n = 1 610) ca oneHeHM npu MEXe ¢ YMEpEHO TEKKA 10
TexKa cumnromarika Ha JIIX ¢ o6em Ha npoctarata >30 m! 4 croiiHocTd Ha PSA B rpanMimTe OT
1,5 - 10 ng/mlL B 4-rogumro MHoTrOUEHTpOBO, MYJTHHALUHOHAIHO, PaHAOMUIHPAHO, OBOMHOCIATNO,
M3MUTEAHE B Mapane/HH rpynd. [ipubausurendo 53% oT yuacTHuumTe ca GHiIH TeKyBaHH B MHHATOTO
¢ HHXHOWTOp Ha 5-anda peayKTasaTa WMH ai(a;-alpeHOPELENTOPEH aHTATOHHCT. [IBpBAMHATA
KpaiHa Touka 3a epHKacHOCT npe3 MBpBHTE 2 TOAMHH OT JIeYeHHETO ¢ Guia mpomsHa B c6opa 1o
International Prostate Symptom Score (IPSS) - Mexnynaponen Brnpocumk 3a IlpoctaThata
CumnTomaTnka, 8-ToukoBa cucTema, ocHoBapama ce Ha AUA-SI ¢ nomeaguTenen BBIpOC 3a
Ka4eCTBOTO Ha %uBOT. Bropuunute xpaiinm ToUYKM 3a epHKACHOCT npe3 2-T€ roaMHH ¢a BKIIOYBATH
CKOpPOCT Ha BLPXOBMA YpHHeH notok (Qmax) # o6ema Ha npocratata. KoMOuHanmMaTa e nocTéraaa
3HasuMoct 33 IPSS or Mecen 3 B cpaBHeHHe ¢ AyTacTepha W oT Mecell 9 B cpaBHEHHE ¢ TAMCYJIO3HH,
3a Qmax kxoMOuHalMATZ € MOCTHrHANA 3HAUMMOCT oT Mecen 6 B CPaBHEHME C IYTacTepHia H
TaMCYJIO3HH.

Kom0uHUpaHEeTO Ha AYTACTEPH/ M TAMCYIIO3HH OCHTYPSBA MO-TONAMO noAOOpeHNE HAa CUMITTOMHUTE, B
CpPABHCHHE C BCAKA OT CbCTABKHTE, NPHIOXKEHAa camoctrodTendHo, Crmen 2 TOAMHM JNiedeHHE
KOMOHHMpaHATa TEPANHMA € NOKA3ANa CTATHCTHYECKO 3HAMHMO CPEHO HofoBpeHue Ha pe3yaTatare OT
cOOpOBeTe Ha CHMITTOMHTE CHIPAMO H3XOTHATA CTOMHOCT ¢ -6,2 €ANHANY.

Kopurupanoro cpenno noaofpenne Ha CKOpOCTTa Ha YPHHHHSA TI0TOK OT H3XOZHHUTE CTOHHOCTH € 2,4
ml/cexynna 3a enHoBpemennata Tepamma, 1,9 ml/cekyHma 3a Ayractepup u 0,9 ml/cexyHpa 3a
TaMCynosuH. Kopurupanoro cpemmo nomoGpense ma BPH Impact Index (BII) or m3xogmure
CTOHHOCTH € -2,] €NMHHIM 3a €IHOBpEMEeHHaTa Tepamua, -1,7 3a AyTactepun H -1,5 3a TAMCYJIO3KH.
Tesn nonobpenms B ckopocTra Ha ypMHHHS noTok W BIl ca cTaTHCTHYECKHM 3HAYMMM 33
KOMOHHHpaHaTa Tepanus B CpABHEHHE ¢ MOHOTEPAIHA ¢ KOETO H 4 € OT JBETe TIeKAPCTRa.
Hamanenweto Ha ofims npocraten ofem W ofeMa Ha NpexoAHATA 30HA Cel 2 FOMMHM NEYSHHE €
CTATHCTHYECKH 3HAYHMO 32 KOMOHHHpAHATA TeparHa B CPABHEHHE C MOHOTEPANMS ¢ TAMCYIIO3HH.

IIepenunata kpaiina Touka 3a eHKacHOCT mpH 4 roAMUIHO JeveHWe e GHima BpEM
crydaii Ha O3Y mwiH xupypruusa Hameca, cebpsaHa ¢ JIIX. Cren 4 rofH
KoMOHHHpaHaTa Tepanus CTATHCTHYECKH 3HAYHMO HAMAJIABA prcka ot O3Y Wi XHpYj
ceepsana ¢ JIIX (65,8% namanenune Ha pucka p<0,001 [95% CI 54,7% no 74,1%] nfifc
MOHOTEpanuA ¢ TamCynosHH. Cnyyante Ha O3Y Winm XHpYprHYHA HaMeca, CBLPIHA Ak
Vopuna 4 ca 6w 4,2% npu komGuHMpanata Tepamma u 11,9% 3a TaMchIo:aHH\\wf {
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CPaBHEHHE ¢ MOHOTEpANkdA ¢ AyTacTepuA, KOMOMHHpaHaTa Tepanus uamansea pucka or O3V wm
XHpypriHa Hameca, cebp3aHa ¢ JIIX ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%]). Ciryuaure Ha
O3V umm xupypravaa Hameca, cebpaana ¢ HIIX no Topuma 4 ca 5,2% 3a nyacrepnn.

Bropuunure kpaiinu Toukv 32 eHUKACHOCT Cliell 4 TOOHIUHO JIeYSHHE Ca BRITIOHBATH BpeMe a0
KIIHMHKYHA Nporpecis (deduuHpaHa KaTo chBKyTHocT ot; IPSS Bromasane ¢ >4 Touky, CIyYaH Ha
O3Y, cebpsano ¢ JIITX, HHKOHTHHEHUHA, HHpEKLHS Ha NHKOYHUTE THTHIIA (UTT) 1 6u6peuna
HEJOCTaTLIHOCT), NpoMsHa B International Prostate Symptom Score (IPSS), ckopocT Ha BBPXOBHSA
yprHeH notok (Qmax) H obem Ha npoctarara, IPSS e 8-roukosa cucTema, ocHoBaBama ce Ha AUA-SI
€ IOMBIIHUTENIEH BBITPOC 32 KAYSCTBOTO Ha AMBOT. PeaynaraTire cnes 4-ronvinHo Aeuenme ca
NpeAcTaBeHH No-A0NTy:

MNapamersp Moment BbB | KoMOHHaIMA Ayracrepun Tamcynosun
BPEMETO
o3y HM | Yecrora B Mecen | 4,2 52 11,93
XHpYpravHa 48
HaMeca, CBBp3aHa
¢ JIIX (%)
Knunmuana Mecen 48 12,6 17.86 21,5a
nporpecus* (%)
IPSS (emuuuum) | [M3xogHa [16,6] [16,4] [16,4]
croliHoct) Mecen | -6,3 -5,36 -3,8a
48 (mpomsna ot
H3XOOHATA
CTOHHOCT)
Qmax (ml/sec) [wsxonua [(10,9] [10,6]
crofiHoct] Mecer | 2.4 20 [10,7]
48 (mpomsHa oOT 0,7a
H3XOJHATA
CTOHHOCT)
Obem Ha | [n3xomHa [54,7] [54,6] [55,8]
npoctarata {ml) crolnoer] Mecen | -27,3 -28,0 +4,6a
48 (% npomaHa
or H3XOJHATa
CTOHHOCT)
Obem Ha | [M3xooHA {27,7] [30,3) [30,5]
npexopHara 30Ha | cToliHocr] Mecen | -17,9 -26,5 -18,2a
Ha npocrarara | 48 (% npomsHa
(ml)# or H3XOAHATA
cTOolHOCT)
Hunexe Ha | [u3xomHa [5,3] 5,31
anuatHe Ha JIITX | croiimoct] Mecen | -2,2 [5.3] -1,2a
(BII) (eaurum) 48 (npomsua ot -1,86
H3XOnHaTa
CTOHHOCT)
IPSS Bwsmpoc 8 | [usxonua [3,6] [3.6] [3,6]
(3aparen craryc, | croifnoct) Mecen | -1,5 -1,36 -1,1a
cebp3ad ¢ JIIX) | 48 (mpomsawa ot
(eauHAIM) H3XOIHATA
CTOHHOCT)

HsXosHHTe CTOHHOCTH Ca CPE/INH CTOMHOCTH M NPOMEHH OT M3XONHHTE Ca KOPHIHpaHH_SPelHF

NPOMEHH.,

* KnunnuHara nporpecus e neduHHpaHa Kato CBBKYNHOCT oT: IPSS Biowmasane ¢ >4
Ha O3V, cebpsano ¢ [ATIX, uaxonrusenips, UTT u OpOpeuna HenOCTATHYHOCT.

# FsMeper Ha u3Gpanu mecta (13% OT paHnOoMuznpannTe MALKEHTH)

a. KomGusaupsara e nocTurnana snauumoct (p<0,001) copamo TaMCyJIo3uH Tipes Mecery
6. KomGuHaumsaTa e nocTHraata sHaaumoct (p<0,001) CnpAMo ayTacrepun npes Mecer 4
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Ayracrepun

B Tpu mByronMmum MHOrOUEHTPOBH, MHOrOHANHOHANHH, KOHTPOJMPAHH C MAANEGO NBOMHOCNEH
KIHHEYHY H3MHTBAHKA 38 OLCHKA Ha edHKacHOCTTA ca cpaBHABaHM Xyractepus 0,5 mg AHEBHO MMM
mianeso npu 4 325 MbXKe C YMEPEHO TeXKA A0 Texka cuMnromatuka Ha ITX, ¢ ofem Ha THPOCTATaTA
230 ml u croiiHoct Ha PSA B amanasona 1,5 - 10 ng/ml. BnocieacTsHe TesH M3nuTRaHHS ca
NPOABLIGKHAN ¢ OTBOPEHO MPOFBLKeHMe A0 4 TOAWHH NPH BCHYKH MALMCHTH, KOHTO Ca OCTAHATH B
MpOy4BAHETO M Ca MNpHeMand chuiata no3a pyractepun 0,5 mg. 37% or mepBOHavamHO
PaHAOMM3HPAHKTE Ha ILTaLeto nauuenTd u 40% OT NaupeHTHTe, PAaHAOMHIHPAHK Ha AYTACTEpHI, ca
OCTaHaIH B Npoy4BaHeTO 32 4 roauHH. Tlo-ronama uact (71%) ot 2 340 yuacTHRUM B OTBOPEHOTO
NPOSBIDKEHHE Ca 3aBbPIIHIIH IBETE JAOMBIHHTETHH IOJAHHE Ha OTBOPEHO JieueHHe,

Hafi-saxnure mapametpy 3a KiMHM4HA edukacHOCT ca OmmH CUMNTOMaTHYeH MHIASKC Ha
Amepuxanckara yponoruisa acoumaims (American Urological Association Symptom Index, AUA-
SI), BbpxOBHS ypAHeH MOTOK (QMmax) H YecTOTaTa Ha OCTPO 3aMBPAKAHE HA YPHHA W XHPYPrHYECKA
HaMeca, cebpp3ana ¢ JIIIX.

AUA-SI mpepcrasmiBa 7-TOMKOR BBOPoCHHK 3a JIIIX-CBHP3aHAT2 CHMITOMATHKA. MakcAMAamHHST
cbop e 35. Cpemmusar uaxonen cbop ¢ Gun npuSmisutento 17. Ciex 6 Meceua, eaHa B Be FOAMHH
JICYCHHE MALHEHTHATE B FPYIATa Ha fUianebo ca HMamK cpelHo noaobpedye Che CHOTBETHO 2,5; 2,5 1
2,3 TOuKM, ZOKaTO B rpynata Ha Avodart noaobSpenuero ¢ 6wio croteetHo ¢ 3,2; 3,8 U 4.5 TOUKH.
Pazmukute mMexny rpynure ca cratncTHdeckn 3Haunmu, HogoGperiero no AUA-SI, HaGmonasauo
Hpe3 ObLPBUTE [BE€ TONMHH OT ABOMHOC/ANO JIGYCHWE, € NPOIBL/KHIO H MO BpeMe Ha IBETe
AOHBITHHTE/IHH IOAMHH Ha OTBOPEHOTO YILIDKARAHE HA NpOY4YBAHAATA.

Quax (MaxcuManeH ypunen aetur)

Cpenuusr n3xozer Qmax B M3nuTBaHHATa € 611 NipubnmanTenHo 10 ml/sec (Hopmaner Qmax >15
mV/sec). Chen enna W IBe roinHM JIEYEHHE CKOPOCTTa HA MAKCHMAIHAA VPHHEH JAeOHT B rpynara Ha
niae6o e 6uia nogobpena crotsetHo ¢ 0,8 H 0,9 ml/sec, a B rpynara Ha Avodart - cxoteeTHo ¢ 1,7 M
2,0 mV/sec. Pasnukata Mesxay rpynute e 61ia CTATHCTHYECKH 3HAMAMA 32 MecerTe of | 1o 24.
TToBruaBateTo Ha CKOPOCTTR HA MAKCHMATTHUS YPWHEH aeGuT, HaGmoNaBaHo Npes MBPBHTE 2 FOANHH
Ha I[BOﬁHOCJlﬂHOTO JICYEHHS, € NpOABJDKHANC H npe3 nBeTe JONBTHHTENHH TONHMHH HA OTBOPCHO
NpocTesaBane.

Octpo 3aasp:xane Ha ypuHa M XAPYPrHUecKa HaMeca:

Crex ABYTOAMIINO NeyeHNe 9eCTOTATa HA CIyMaHTe C OCTPO 3aibpkaHe Ha yputa e 4,2 % B rpynara
Ha nnauedo cnpsmo 1,8 % 8 rpynata 5a Avodart (57 % naManenue Ha pucka). Taau pasiuka e
CTaTHCTHYCCKH 3HAYHMa M 03HAYABA, 4e 3a Ja ce H3berHe elun cayyqaii Ha O3Y Tpabsa na ce nexysar
42 naumenTn (95% CI 30-73) B nponnmwkense Ha ABe roguun. YectoraTa Ha cebpsaHara ¢ JJIIX
XMpYPrHYHA HAMeCA Cniell iBe rofAHHN ¢ Guna 4,1% B rpynaTa Ha iaue6o u 2,2% 8 rpynara Ha
Avodart (48% Hamaiensie Ha pHcka). Tazu pa3iiiKa ¢ CTATHCTHYECKH 3HAYHMa H 03HAYABA, Ye 32 4 ce
u36erte eiHH Cy4ai Ra XHPyprudua vameca TpsiGea ja ce nexypar 51 manuenma (95% CI 33 - 109 8
NpoALIDKEHHE Ha ABE TOAMHH,

Pasnpenenenue Ha okoCMABaHETO

EdexrsT Ha ayTacTepua BEPXy pasnpeseneHAETO Ha OKOCMABAHETO HE € oHLMANHO Npoy4BaH no
Bpeme Ha daza 11l nporpamara, ofage, uHxHGHTOPHTE Ha 5 andra-peayKTa3aTa MOKE N3 HAMANST
saryfara Ha Koca M 1a MHAYUMPAT pacTexa if NPH JHUA ¢ MBKKH THIT 3aryfa Ha Koca (MBKKa
AHAPOTEHHA ANOTEHHA ),

Tupownsa dyHwImS / P
N

Tuponanata dyHKIHA € OLeHeHa B eAHOTOHIITHO Npoy4BaHe NpPH 30paBH Mbike. Husata g
CBOGONHNA THPOKCHH €a CTAGHIIHH 110 BPEME Ha IYEHHETO ¢ AYTACTEPHJ, HO HHBATA H&{’
noerenH (¢ 0,4 MCIU/ml) B cpaHenue ¢ nnane6o B Kpas Ha ¢AHOTOAMIIHOTO JeueH
xaroTSH Husara ca BapuaGunuu, cpeguure TSH croitroern (1,4 — 1,9 MCIU/ml) ocr:
pedepenTru rpanuin (0,5 - 5/6 MCIU/mI), nueara Ha cBOGOAHHS THPOKCHH ca CTaOHITHI K, \
peepeHTHH rpaHHLM M ca ogo6HM 33 NIare6o U TeUeHHeTo ¢ AYTacTEpHA, MPOMEHHTE
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CE CUMTAT 33 KIIMHHYHO 3Ha4MMH. Hima nokasatencrsa oT BCHUKH KTHHHMHHA (1POYYBaHHA, Ye
AYTacTepuz NOBIMABA HErATHBHO THPOMAHATA (DYHKIMS.

B nByroauiiHg KIMHWYHK A3NUTBAHKA, ocHrypasamy 3 374 nauHeHTOroOAHHH SKCIIOZHIHA KbM
AYTACTEPUA, H IO BPEME Ha PErHCTPALHATA B ABYTOAMINHOTO OTEOPEHO NPONLIKEHHE, <A
AOKNafBanyu 2 ¢ay4as Ha KapIMHOM HA ThPAATA [IPH MbKE [PH NALMEHTHTE, JIEKYBAHH ¢ TyTACTepA,
¥ 1 cmyyaii mpu nanmeHT Ha mane6o. B 4 ropwinnwre npoygsanma CombAT n REDUCE,
ocHrypsABamy 17 489 maupeHTTOANMHN SKCMO3MLIMA KbM JyTacTepHA U 5027 nauHeHT-roqHHH
SKCTIO3MIHA KbM KOMOURAIMATA AYTACTEPHN U TAMCYJIO3HH, HAMA NOKIANBAHH CIy4aH HA KaplHHOM
Ha I'bpZlaTa B TPETHPAHHTE rPYIIH.

JBe cyyait-KOHTPOTHPAHH EMHACMHONIOTHYHH IPOYYBAHHA, eHOTO nposeaeHo 8 CALLl (n=339
CJIydas Ha KAPUMHOM Ha rbpAaTa H n=6 780 xoHTpon#) 1 Apyro B 6a3aTa JaHHH HA 3APABEONAIBAHETO
Ha Ben#koGputanua (n=398 cnydas Ha KapuMHOM Ha THPAATA 1 N=3 930 KOHTPONK), He NOKA3BAT
YBEJIHYaBaHEe Ha PHCKA OT PA3BHTHE HA KAPIIHHOM Ha I'BpAaTa IPH MbXe, CBbp2aH ¢ ynotpebara Ha 5
ARIs (B TouKa 4.4). Pesyaratire oT MbPBOTO NPOYyYBAHe HE YCTAHOBABAT MONOKMTENHA BPE3Ka 33
KapLMHOM HA I'bP/IaTa [PH MBXKe (PenaTHBeH pHck npH yroTpeba > 1 roasHa npeap
AHATHOCTHUHPAHETO HA KapUWHOM HA IMEPAATA B cpaBHeHHE ¢ ynoTpeba < 1 roguma: 0,70: 95% CI
0,34; 1,45). Tlpu BropoTo npoyuBaHe, MPHGNHIUTENHOTO CHOTHOMIEHWE Ha INAHCOBETE 32 KAPIMHOM
Ha 'bpAaTa, CBBbp3aH ¢ ynorpebara va 5 ARIs B cpapHeHHe ¢ nuncara Ha ynotpeda ¢ 1,08: 95% CI
0,62; 1.87).

HNpuauHHO-CliencTBeHa Bph3Ka MEXIY HeCTOTATA HA KapUMHOMA Ha TbpIaTa PH MbKE H
NpOALDKHTENHATA YHOTPeOa Ha YTaCTEPH HE € YCTAHOBCHA,

TlornuaBaHe Ha MBAKHA QEPTHIHTET

Edexrute na ayractepua, mpunaraH B 1o03a 0,5 mg/guesno, BEPXY XapakTepHCTHKHTE Ha CliepMaTa ca
OUCHABRHU NPY 31pasy JobpoBoniM Ha BbapacT Mexay 18 u 52 romuau (27, npueMaly AyTacTepHa
H 2311a1e60), B MPOAWIKEHHE HA 52 CeIMULIA U 24 CEIMULH AOTBIHHTE/HO NPOC/EAABAHE CITE
nevennero. Ha 52-Ta cemuna e HaGiroaBaHO ¢PenHO MPOLEHTHO HAMANABAHE CIPAMO H3XONHMTE Ha
o61mns Bpoii ciepMaTo30HAH, 06EMa HA crepMaTa H Ha MOABIKHOCTTA Ha CIIEPMATO30HAUTE —
CBOTBETHO 23%, 26% 1 18% B rpynara, npHemalua gyTacTepua, cleli KOpHrHpaHe CIpAMO
OTKIIOHEHHATA OT U3XOAHWTE CTOWHOCTH IPH rpynata, npueMaii@ manedo. Konuenrpaupara v
MoponorusTa Ha cliepMara He ca noeaHsHA. Cres 24-Te ceAMHMUHA Ha NPOCEAABAHETO, CPEAHATA
MPOLCHTHA poMsHa B obums Gpoil Ha CriepMaTO3OMANTe NPH rpyNaTa, IpHeMana JyTaCTEPH,
ocTaBa ¢ 23% Mo-HUCKa OT U3XOAHATA. JIOKATO cpeanuTe CTORHOCTH Ha BEMIKHM TIapaMeTpH Npes
LAIOTO BPeMe OCTABAT B pepePEHTHH IPaHHLIM H He NOCTHIaT MPEABAPHTEITHO OTIPEASICHHTE
KPHTEPHHM 33 KITHHHYHO 3Ha9HMa npomsana (30%), npu JBama OT MBKeTe, IPHEMANH yTacTepus,
BposAT Ha criepMATO30HIMTE € HAMAIAN OBeYe oT 0%, B CPaBHEHHE C U3XOMHMA, Ha 52-TA CEIMMLA H
YaCTHYHO €S € Bb3CTAHOBWI Ha 24-Ta CEAMMLIA OT IIepHOJa Ha Npociieaspane. BraMoKHOCTTa 38
HaMallABaHe Ha MEBKKHY epTHNHTET He MOXKe Ja Oble HIKIIOYeHA.

CupaeuHo-CHIOBH HeXeNnaHu peakuHi

B earo 4-roamunio npoyusane nipi X ¢ ayracTepun B kOMGHHALMA ¢ TAMCY/I03HH NIpH 4 844 MbxKe
(mpoyusarero CombAT) yecToTata Ha KOMOHHHpaHHS TEPMHH CHDIEYHA HEJIOCTATHYHOCT B IPYINIaTa,
Tipuemama koMOHHammaTa (14/1 610, 0,9%) e Guia no-Bucoka, OTKOTKOTO B KOATO H 112 € OT IPyTIUTe
Ha MOHOTepanus: gyractepun, (4/1 623, 0,2%) u tamcynosus, (10/1 611, 0,6%).

B otnenso 4-ropumuo npoyusane npu 8 231 Muxke Ha BB3pact ot 50 80 75, ¢ NpeIIeCTAAINA

HEraTHBHAa GHOTICHA 3a KapLHHOM Ha NPOCTATaTa M H3XOAHH CTOMHOCTH Ha PSA Mexay 2,5 ng/
10,0 ng/ml npu Mesxete Ha BB3pacT oT 50 no 60 roguns, wik 3 ng/mi 1 10,0 ng/ml npn MExE
BL3pacT Haf 60 ronuHu (mpoyusanero REDUCE), uectoTaTa Ha KOMGHHHpAHHA TEPMHH ¢
HEAOCTATHYHOCT € MOBHCOKA NIPH YYACTHHLIKTE, NpHeMally Ayractepun 0,5 mg Beaupi A
105, 0,7%), oTKonkoTO NPH ydacTHHUMTE, npHeMalty nianebo (16/4 126, 0,4%). Post- x ]
TOBA NPOYYBAHE NMOKA3BA NO-BHCOKA YeCTOTa Ha KOMOMHHPaHHA TEPMEH CLPASYHA He,noc\ W
MPH y49acTHHIINTE, NIPHEMALIH eIHOBPEMEHHO yTacTepHA H a/idal-anpeHopenenToper antieoiicT e
(12/1 152, 1,0%), B cpaBHeHHMe C yHACTHUIHTE, PUEMAIIH yTACTEPHA Ge3 aﬂcl)al-a,upe}[op%,, .
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aHTaronuct (18/2 953, 0,6%), wiaueto u andal-anpeHopenenroped anraronuct (1/1 399, <0,1%),
Wi miauedo 6es anda -agpeHopeuenroped anraronuer (15/2 727, 0,6%).

B eznn Meraananus ot 12 panfoMusupan, mwianebo- HAH KOMIApaTop-KOHTPOIHPAHH KNHMHHYHH
npoyuBanug (n=18 802), ouensrammm pucKoBeTe OT NOABa Ha CHPAEUHO-CHA0OBH HEXENAHH PEeaKIHu
npu ynotpebara Ha AyTacTepun (4pes CPABHEHHE ¢ KOHTPOTH), HE €4 YCTAHOBEHH NOCIIEAOBATEITHH
CTATHCTHUSCKM 3HAYMMM NOKAYBAHKS HA PHCKa OT ChpAcuHa HeaocTaThurocT (RR 1,05; 95% C1 0,71;
1,57), ocrep Muokapaen uadapkT (RR 1,00; 95% CI 0,77;1,30) unu uncynt (RR 1,20; 95% CI 0,88;
1,64).

Kapnunowm Ha npocTatata H BHCOKOCTETIEHHH TYMOPH

B enno 4-ropvmno cpaBrenue Ha nnauebo u ayTactepua npu 8 231 Mbke Ha BB3pact ot 50 o 75, ¢
NpeaecTralla HeraTiBHa OHOMCHA 32 KAPUMHOM Ha IPOCTATATA M H3XOQHM CTOHHOCTH Ha PSA
Mexcy 2,5 ng/ml u 10,0 ng/ml npu MuikeTe Ha BB3pact ot 50 g0 60 roamunl, wik 3 ng/mi 4 10,0 ng/ml
NpA MBkeTe Ha Bb3pact Han 60 roaunn (npoyuysarero REDUCE), 6 706 y4acTHHUM ¢a ¢ HATHYHA
JaHHH OT THHKOMITieHa 6HONCHA Ha NpocTaTtaTa (TIpeHMHO GHOTICHH 110 POTOKO/IA Ha NPOYYBAHETO)
3a aHAITH3 33 onpeaensHe Ha Gleason c6opoeere. 1 517 nuua ca AMATHOCTHLMPAHH ¢ KAPLIMHOM Ha
TIpOCTaTaTa B [IPOYYBAHETO. BOMIIMHCTBOTO OT yeTaHOBEHUTE Upe3 GHOTICHS KAPLMHOMH Ha
TIPOCTATATA B BETC TPESTHPAHHM rPYTIH Ca AMATHOCTHIMPAaNH KaTo HAcKocTenennH (Gleason 5-6, 70%).

YcranoBeHa e no-Hcoka Hectora Ha Gleason 8-10 kapUHHOMH Ha NPOCTATATA TIPH TPYNIATA Ha
Ayractepua (n=29, 0,9%), cpaBHeHa ¢ rpynara Ha nauebo (n=19, 0,6%) (p=0,15). B romuuu 1-2,
6posT Ha nuuata ¢ Gleason 8-10 KaplHHOMH e cX0ZieH TIpH rpynara Ha aytactepna (n=17, 0,5%) n
rpynata Ha mnauebo (n=18, 0,5%). B roanan 34, noseue Gleason 8-10 xapuuHOMH ca
AMarHOCTHIMPAHH B FpyNaTa Ha gyTactepun (n=12, 0,5%) B cpaBHeHHe ¢ mianebo rpynara (n=1,
<0,1%) (p=0,0035). Hama Hanu4HK NaHHu 3a edeKTa HA AyTaCTepHI 3a NIOBEYE OT 4 roAWEN NpH
MEKE ¢ PHCK OT KapUHHOM Ha npocTaTaTa. IIpolieHThT Ha YUaCTHHIMTE, AHATHOCTHIMpaHH ¢ Gleason
8-10 xapuMHOMH Ce 3ana3Ba B TeYeHHe Ha NEPHOAHMTE OT BpeMe B NpoyusadeTo (Toquuu 1-2 u
T'onunn 3-4) B rpynata Ha Myractepia (0,5% BBB BCEKH MepHOA OT BpeMe), IOKATo MPH U1aLe6o
rpynata, NPOUeHTET Ha YYaCTHHLHTE, nHarHocTHIMpaHH ¢ Gleason 8-10 kapliuHOMH € O-HHCEHK Mpe3
Copuuu 3-4, orkonkoro npes Foguny 1-2 (<0,1% cpemyy 0,5%, choTeeTHO) (BXK. Touka 4.4). Hama
pasnuKa B dyecToTara Ha Gleason 7-10 xapumHOMHTE (p=0,81).

B norrsnnutensoTo 2-roa¢iiiHo npocaeaseamo npoyysase Ha wamarsanero REDUCE ge ca
YCTaHOBEeHW HOBH CiTyvan Ha Gleason 8-10 kapuunomy Ha npocrarara.

B en#o 4-ronmmuo npoyusane npi JIIX (CombAT), kbaeTo HIMA 38LUKMTENHSA CIIOPE] POTOKONA
OHONCHH W BCHYKM IHMarHO3H Ha KAPLUHHOMA Ha NPOCTATaTa ca GazHpanK Ha GHONCHH H3BBH
NpOTOKONA (1PH HalHYHE Ha KIHHUYHM HHAKKALMM 32 Groncus), mpoueHryte Ha Gleason 8-10
KapuuHoMm ca (n=8, 0,5%) za nyractrepua, (n=11, 0,7%) 3a Tamcyao3aH 4 (n=5, 0,3%) 3a
KOMOWHHpaHATa Tepanus.

YeTHpH pasnn4HA eNHAEMHUONOrHYHH, NOMYJIAIMOHHO-0a3MpaH pOyYBaHHs (IBE OT KOHTO
Gasupann Ha obula momynamms ot 174 895, eano Ha nonynaums ot 13 892 1 eHO Ha MOMYAUKA OT
38 058) nokassar, ye ynotpeGara Ha S-anda pesykrasHH HHXHOHTOPH He € CBBP3aHa ¢ NoABATa Ha
BHCOKOCTENSHHH KapIHHOMH Ha NPOCTATaTa, HUTO ChC CMBPTHOCT OT KAPLUMHOM HA NPOCTATATA HITH
obmaTa cMBpPTHOCT.

Bpb3kara mexay myTacTepH H BUCOKOCTENEHEH KapIMHOM Ha TPOCTATATA HE € AcHa.

EdextH Bbpxy cexcyansaTa GpyHxims: /
Edexmire na Tamcynapr sbpxy cexcyanHaTa GyHKIMS ca OLHEHEHH B JBOHHO-CAANO, /. </, ;?,{.;lm".
N1aueGOKOHTPONMPaHO H3MMTBAHE TIPH CeKCYANHO akTHEHHA Mbixke ¢ JIIX (n=243 Tamcyagr ;;F-‘Z ¥
nnane6o). CratucTudecky sHauuMo (p<0.001) no-ronsMo Hamanssane (BIOIIABAHE) B ¢ L. pci qa,
CeKCyalHHA 3APaBEH BBIPOCHHK 33 Mbxke ¢ Hab/moaasa Ha 12-n4 Mecell B KOMGHHHpaHaM @ &. : .
HamasiBareTo € cB5p3aHO OCHOBHO C BIOILABAHE HA eAKYNALMATA H IAIOCTHOTO YAOBIETE: CE \\
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OTKOJIKOTO C epeKUMATA. Te3H edekTH He MOBTHARAT BB3NPHEMAHETO HA YYACTHHIIHTE B H3[IHTBAHETO
3a Tamcynapr , k0sTO € GWia OlieHeHa ChC CTATHCTHYCKH 3HAYHMO [0-FOJISIMA YAOBIETBOPEHOCT 10
BpPEME HA MPONB/UKHTEHOCTTA HA H3MHTBAHETO B cpapHEHUE ¢ rutauebo (p<0.05). [ipu Tora
H3NMTBAHE Ce MOARABAT HEXKENaHH PEaKIMK B CEKCyanHaTa ¢GyHKLHA 1o BpeMe Ha 12-MeceqHOTo
JeveHHe W NpUOAHIMTENHO TIONORHHATA OT TIX OT3BYYABAT B MPOABLKEHHE Ha 6 MeCela cel
JICUEHHETO.

KomOunaumsTa ayTacTepii-TaMCyI03dH H MOHOTEPAITMATA ¢ AYTACTEPH/] MOTAT A& MpelH3BHKAT
HeXenaHH PeakiMH B CeKcyalHaTa PyHKuus (BHKTE TOUKA 4.8).

Kakro ce Habmoznasa ¥ nipy APYTH KIMHHYHY M3HTBAHEA, BIMOUHTeNHo nipi CombAT u REDUCE,
YeCcTOTara Ha HEXKCIaHHTE PCAKIHH IO OTHOLISHNE Ha CeKCyaHaTa qJYH](l.lPlﬂ HaMANM4Ba C TEYCHHE Ha
BPEMETO NPH NPOALIDKUTEIIHA TEPaTiHa.

Tamcynosun

TaMcyno3nH nosHIIaBa CKOPOCTTA Ha BLPXOBHA ypuHeH notok. Hamanssa o6ctpywipasta upes
OTITyCKaHE Ha IMTaAKHTE MyCKYJ/IH Ha POCTATa H YpeTpara, KaTo Noao0paBa MUKIIMOHHATE CUMITTOMH,
Chlo TaKa, eKapeTBOTO NOAOGPABA CHMITOMHTE Ha ChXPaHEHHE, 3a KOUTO BXKHA PO Mrpae
HecTa0WIHOCTTA Ha ITMKOYHKA MeXyp. Tesn edexTH BLPXy CHMNTOMMTE, CBBP3aHY ¢ HPECTOs Ha
YPHHATa H BPXY MUKIIHOHHHTE CHMIITOMH C€ MOAABPKAT 10 BPEME Ha NIPOXBIDKUTEHA TEPAITHA.
HeobxomumocTTa OT XMpYpryHa HaMeca WM KaTeTepH3aliA 3HAYHTEHO ce 3a6aBsr.

 1-aipeHOPELIeNITOPHUTE aHTATOHHCTH MOKe Ja NOHIDKAT KPbBHOTO HANIAraHe ypes HAMAIABAHE Ha
nepudepHara pesncrenTHOCT. He e HaGmofaBaHo KIMHHYHO 3HAYHMO HAMAIABAHE HA KPEBHOTO
HaJIAraHe TO BpeMe Ha H3MHTBAHHA C TAMCYJIO3HH.

5.2 MapMakoKHHETHYHH CBOHCTBA
JleMoHcTpHpaHa e GHOEKBHBANIEHTHOCT MeX Iy AyTacTEPHA-TAMCYI03MH M CHBMECTHO IPUIIOKEHHE
Ha AYTaCTEPHA ¥ TAMCYJIO3HH KATiCyNH NOOTASIHO,

TIposeneHo e mpoy4saHe 3a GHOSKEMBANEHTHOCT ¢ €HOKPATHA /1034 HA TTAIHO M CJIE] XpaHEHe,
Habmonasano e 30% namancrue ra Cmax 3a CHCTABKATA TAMCYIO3MH OT AYTACTEPHA-TAMCYTIO3HH
Cllell XpaHeHe B CpaBHEHHE CBC CTOMHOCTHTE Ha FlafiHo. XpaHara HAMa edekt Bbpxy AUC na
TAMCYJIO3HH.

AbcopGms

Jyractepnn

Cnej nepopaneH npueM Ha eJHOKpaTHa qo3a QyTacTepua 0,5 mg BpeMeTo A0 JOCTHraHe Ha
MAKCHMAJIHH KOHUCHTPALUHM HA ZyTacTepun B cepyma e 1 ao 3 uaca. AGcomoTHaTa CHOHAIMYHOCT €
npubnusKTenno 60 %. BuosanmuHocTTa Ha AyTacTepus He ce MOBJHABA OT IPHEMa HA XpaHa.

Tamcynosun

Tamcynosus ce pesopbupa OT UpeBHATa IMraBHIA W MMA TIOYTH IMbIHA GHOHamEHOCT. CKOPOCTTA H
cTeneHTa Ha aGcopOiusTa Ha TAMCYNO3HH HamaissaT 30 MUHYTH clief XpaHeHe, EqHaKBocT Ha
abcop6umara Moxe J1a ce IOCTHTHE ¢ IIPHeM OT HauuenTa Ha TaMCyaapT ciiell €[1HO H ChIo XpaHeHe
3a iedd. TaMcynosuH nokaspa NPoNOPLHOHAITHA Ha JO32TA TUIA3MEHA SKCHO3HIMHA.

Cnen HpHeM Ha eQHOKpAaTHA 1034 TaMCYJI03HWH el XpaHCHE, IUIa3MEHHTE KOHLICHTPALHK Ha
TaMCYIIO3HH CTABAT BEPXOBH Clled OKOIIO 6 4qaca, B pABHOBECHO CBCTOAHHE, KOSTO ¢€ NOCTHTA Ha 5-}'[5]

A€H OT MHOTOKPATHOTO J03KpPaHe, cpeftHaTa paBHoBecHa Cmax NpH NalHeHTHTE € 0KOJIo nBe. ; \

TO-BHCOKA OT IOCTMIHATATA CIIe €IHOKpaTHa Jo32. Buipexu 4e ToBa e HabmonasaHo mpH |
B CTapyecKka BB3pacT, ChINaTa Haxozka OM ce oYaKeana H NpH Mo-MIagH [IaiHeHTH. /

Pasnpenenenue
Hyractepun
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Hyracreprn uma ronsM ofem Ha pasnpenenenue (300 a0 500 ) 1 BuCOKA cTeNeH HA CREP3BANE ©
MyIasMeHNTe npotennd (>99,5 %). Cexn npHeM Ha AHeBHa J03a CEpyMHHTE KOHIIEHTPALIHH Ha
IyTacTepHA AocTHraT 65 % ot paBHOBecHATa {(steady state) xouueHTpaums cies | Mecent u
npubausHtenno 90 % cnen 3 mecena. PasHosechH (steady state) cepymMHM koHueHTpaui {(Css) oT
npubnusuTenHo 40 ng/ml ce gocTHTAT cnep 6-mMeceueH npHeM Ha 0,5 mg BeAHBK AHEBHO.
IIpemunaBaneTo Ha nyTacTepu OT cepyma B ciepmarta e cpefso 11,5 %.

Tamcynosun
Tamcynosu e cevpaan B 99% ¢ nnasmenuTe NpoTenHy Iiph Xopa. OGEMBT My Ha pasmipelielIeHHe €
Maybk (oxomo 0,2 1/kg).

Buotpanctopmarma

Ayractepun

Hyracrepun ce meraGonusnpa B ronaMa cTener in vivo. In vitro myractepua ce Merabonuzupa ot
uuToxpoM P450 3A4 n 3A5 10 TpH MOHOXHIPOKCHIHPAHH METabONHTH H €M MHXHAPOKCHIHPAH
meTabonmT.

Caen nepopanen nprem Ha nyTactepui B fosa ot 0,5 mg THEBHO 0 AOCTHIAHETO Ha PABHOBECHA
koHIeHTpalys ot 1,0 % nio 15,4 % (cpenso 5,4 %) or npuerara f103a ce EKCKPETHPa BhB (herieca KaTo
HenpoMeHeH AyTacrepua. OcTaHaNaTa JacT ce eKCKpeTHpa BhB deneca nox opMaTa Ha 4 OCHOBHH
metabonnta, npencrasnsgsau 39 %, 21 %, 7 % u 7 % cbp3aHM C IEKAPCTBOTO BEIIECTRA, H 6
BTOPOCTENEHHE MeTa00/IHTa (BCeKH NPEICTaBISBalY [10-MaNko oT 5 %). B ypaHara npu doBeka ce
YCTaHOBABAT CAMO CIEAH OT HENPOMeHeH AyTacTepus (no-Manko ot 0,1 % or nosara).

Tamcyno3uH

He ce HaGmonasa enanTHOMeTpHUHA GHOKOHEEPCHS OT TaMCyN03uH XHapoxaopHA [R(-) momep] B
S(+) m3omep npu xopata. TaMCYIIO3HH XHAPOXIIOPHA, C& METAGONHINPA B TONAMA CTETIEH OT WHTOXPOM
P450 ensumure B uepana Apo6 H no-Manko ot 10% or ao3aTa ce eKcKpeTHpa HENPOMEHEHa B
ypuHata. Brapeku ToBa, GapMaKkoKHHETHYHUAT NPOGKN Ha MeTAGOIMTHTE IIPH XOPaTa He e
ycraHoseH. Pesynrature in vitro nokazeart, ue CYP3A4 u CYP2D6 yuacteaT B MeTaGomM3Ma Ha
TAMCYJIO3HH, KATO B MaNKa CTeneH y4actear ¥ apyri CYP mioensumn. Umxnfvpanero Ha exsuMuTe
Ha YepPHOAPOSHHA METAGOTHILM MOXKE a JOBEAE JO NOBHILEHA eKCTIOZHIMA Ha TAMCYJIO3HH (BkK.
Touk# 4.4 1 4.5). MeTaGonuTiTe Ha TAMCY/IO3HE XHAPOXNOPH] Ce KORIOTHPAT B FOJIAMA CTENEH 10
TIIKOKYPOHHA KM cyndar npead 6b6peynata exckperps.

EnuMunupane

Hyractepun

EnuMMHHpaHeTO Ha JyTacTepHI € J0303aBHCAMO H TPOLIECHT H3ITIEAKA C€ OITMCRA C IBA YCTIOPEAHH
WETA Ha SIMMUHHPAHE - €/IUHHAT HACHINAEM B KIIHHHYHO PEJIeBAHTHH KOHIEHTPAINHH, a APYTHAT -
HenacuuaeM. [1IpH HHCKH CepyMHH KOHLEHTPALHH (no-Manko oT 3 ng/ml) AyTacTepHy ce eTHMHHHPa
GBp30, KaKTO 110 3ABHCHM OT KOHIEHTPALMATA ITHT Ha ETHMAHUPAHE, TAKA H [10 HE3ABHCHM O
KOHUCHTPALMATA LT Ha €THMHHRpaHe. EAHOKPATHHTE HO34 OT 5 Mg WIIH Mo-MaJIKH IOKA3BaT
ODEeKTHEHN JaHHH 3a OBP3 KIMPBHC H KPaTKO BpeMe Ha ITOyKMBOT OT 3 10 9 AHM.

B TepaneBTHYHH KOHUEHTPALAY ClIe MHOTOKpaTeH NpHeM Ha 0,5 mg AHERHO NO-GaBHUAT, IHHEECH
0BT Ha ¢THMHHHpAHE ¢ NOMHHHPAILL, 4 BpEMETO Ha NONYKHBOT © NPHOIH3HTENHO 3-5 CeAMHIIA.

Tamcynozun

Tamcyno3uH 1 HeroBMTE METAGONMTH CE eKCKPETHPAT [NIABHO ¢ YPUHATA KATO OKONO 9% o Aosarae. ..

nox ¢Gopmara Ha HENPOMEHEHO AKTHBHO BELIECTRO. o “\Mg ;'}0 ?
A,

s
M

TOTYAKHBOT Ha TAMCYJIO3HH B I1a3MaTa € B paMKHTe Ha 5 10 7 daca. [Topaam cTeneH Ha

KOHTpoNupana $papMaKOKHMHETHKA C TAMCYNIO3MH KANCY/IH ¢ HIMEHEHO 0CBOGMKIaBaue
Ha NOITyXHEOT Ha TAMCYJIO3HH CJIe/ XpaHeHe € okono 10 vaca M B PaBHOBECHO CHCTOSHY
Jaca.

17



[MauHeHTH B cTapHecKka Bb3pacT

Ayracrepun

®apMakoKHHETHKaTa Ha JyTaCTEPHN © OLEHEHa Cllel MIPUIOKEHHE Ha eIHOKPATHA 03 AYTacTEepML 5
mg npu 36 30paBu MbXe Ha BB3pacT Mexay 24 i 87 romunn. He e HabmogasaHo 3HaulMoO BIIHAHHE
Ha BB3PACTTA BLPXY €KCTIO3HIMATA Ha TYTacTepuA, HO IPH MBbXkeTe o4 50-rouiuHa Be3pact
BpeMeTO Ha NOMYKHMBOT & OUno no-kpatko. [Ipu cpaBHeHme Mexkay maleHTH Ha BE3pacT 50-
69roauHy ¢ naupeHTH Hag 70-TOHIIHA BE3PACT He € YCTAHOBEHA CTATHCTHHYECKA PA3THKA MEXIY
CTOHMHOCTUTE HA BPEMETO Ha IOy KHBOT.

Tamcynosuu

Kpwerocano npoyueane 3a cparnspane Ha obuiaTa ekcnosuins (AUC) Ha TaMCYA03HH XHAPOXIOPH
H Ha BPEMETO My Ha TIOIY/KMBOT TIOKAa3B4, ue hapMaKOKHHETHYHATA JHCIIOSHIMA HA TAMCYIO3HH
XHAPOXJIOPHA MOXeE Jid € YIDKECHA NIPH MBAKE B CTapuecka Bh3pACT, B CPABHEHHE ¢ MNany, 3ApaBH
Mp#e 100poBONIM. BHTPENTHUAT KAUPHHC € HE3ABWCHM OT CBBP3BAHETO HA TAMCYJI03HH
XHAPOXIOpHA ¢ AAG, HO HaMANABA ¢ BB3pacTTa. TOBa BOJAHM [0 NOBHUIABAHE HA 06INATA EKCIIHIMA
(AUC) ¢ 40% npu mrua Ha Bb3pacT oT 55 Ao 75 rogqnu, B cpaBHEHHE C IMLATA Ha BB3pact ot 20 1o
32 roguny.

Vapexnane Ha 6s0peunara GyHKIMA

Ayracrepun

Brmanuero Ha yBpenenata 6u0peyta GpyHKUHS BEpXY GapMAKOKUHETHKATA Ha DyTACTEPH] HE €
npoyueHO. Bee nak, B YoBeIIKaTa YPHHA ce yeTaHOBsBAT mo-Manko ot 0,1 % ot pasHoBecHHTe
KOHIEHTPAUHH Ha 1033 aytactepuy ot 0,5 mg, KoeTo 03Ha4asa, 4e He Ce 04aKBa KIIMHHYHO 3HAYHMO
TIOBHIICHHE Ha NIa3MEHHTe KOHUGHTPALMH Ha JyTacTepy NPH NMallHeHTH ¢ OB0peyHo yRpexkIaHe
(px. TouKa 4.2),

Tamcynoans

[Ipr 6 nuua ¢ nexo Ao ymepero (30 < CLer < 70 mL/min/1,73m2) win ymepeno go rexko (10 < Cler
< 30 mL/min/1,73m2) yepexnane Ha Gp0pednara ¢pyHkuus u 6 nuua 6e3 yepeskaane (CLer >
90mL/min/1,73m2) ca cpapnenn GapMaKOKHHETHYHHTE TOKA3ATEIH HA TAMCYJIOZHE XHIPOXAOPHIL
Brrpeku e e HabMonaBaHa npoMAHa B 001aTa INasMeHa KOHIEHTPaLMA HA TaMCY/I03HH
XHAPOXJIOPHA BCIEACTEHE HAa NPOMAHA B CBBP3BaHETO ¢ AAG, KOHUEHTPAIHATE Ha HECBBP3AHHA
(aKTHREH) TAMCYNIO3UH XHAPOXIIOPH/L, KAKTO M BETPEIIHHAS KIIHPHHC, CA OCTAHAIH OTHOCHTEHO
nocrosuuH. [opaay Ta3u npHyHHa, NPy DANHMEHTHTE C YBPEXKAaHe Ha OBOpeuHaTa PyHKUMA He ce
HajIara npoMAHa Ha Jo3aTa Ha TAMCYJIO3HH XHAPOXIOpHA. BhOpekH ToBa, NalHEHTH C YBpeXAaHe HA
6u0peunara gyrkuus 8 Tepmuanen crazuii (CLer < 10mL/min/1,73m2) ne ca Gun npoyusany.

YBpexkaaHe Ha YepHoapoOHaTa QyHKIuA

Jyracrepun

BrusgHHeTO Ha YBpeKaaHeTo Ha YepHOApoGHATa GyHKIHA BLPXY (hapMaKOKHHETMKATA HA JYTACTEPHA
He € npoy4eHo (BK. Touka 4.3). Tsif KaTo XyTacTepus ce enUMHUHKPA IIABHO 110 MeTaOOIMTEH ITHT,
OYaKBa Ce IUIa3MEeHWTE HHBA Ha JYTACTEPH, MPH Te3H NalHeHTH Ja O0b1aT NOBHIIEHH, a BpEMETO Ha
TIOMYXKHMBOT Aa 6b€ Mo-abAro (BXK. TouxH 4.2 1 4.4).

Tamcynozun
Tipn 8 nuua ¢ ymepena uepHoapoGHa aucdysxups (cTened A 1 B no knacudukauusra Ha Child-

Pugh) n 8 miiia Ges yppexnade ca cpaBHeHH (apMakoKUHETHHMHUTE OKA3ATENM HA TAMCYAO3BE""
xHApoxiopua. Buipexu e € HabmonapaHa npomAHa B 0014aTa [u1a3MeHa KOHIEHTPAIMs
TaMCYJIO3MH XHAPOXIICPHA B CIEACTBHE HA IPOMAHA B CBBP3BaHeTo ¢ AAG, KOHLEHTpa
HECBBP3aHKA (AKTHBEH) TAMCY/I03HH XHAPOXJIOPH] HE CE € NPOMEHILIA IHAYHTEIHO, KaT:
Ha BHTPEIIHHA KIHPEHC Ha HECBBP3AHHS TAMCYIOSHH XAIPOXIOpHI € yMepeHa (32%).
NpHUIKMHA, TPK NALMEHTHTE C YMEpeHa YepHoApobHa aucdyHKLHS HE ce Hanara IpoMSsH:
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TaMCYNO3HH XHAPOXIOPHA. TaMCYIO3HH XHAPOXIOPHA HE € [IPOYUBAH TIPH NALMEHTH C TEXKa
uyeproapobua AuChYHKITHA.

5.3 TIlpeaxiunuvan anRu 32 GezonacHocT

He ca mpoBesxpann npearmHnyHy wanuTeanns ¢ Tameynapt . JiyTacTepu v TaMCYIO3HH
XUIPOXIOPH 1O OTAETHO CA NPOYYEHH B rONIMa CTENEH B TECTOBE 33 TOKCHYHOCT IIPH KHBOTHH,
KaTO AAaHHHTE CHLOTBETCTRAT HA M3BECTHHTE (apMakoIOTHYHH AeficTBUA Ha HHXHOMTOPHTE Ha 5 anda-
pexykrazara M andal-aapeHopeuenTopHuTe aHTaroHucTH. Janerara no-nony uadopManms oTpasasa
HaJIN4HATa HHPOPMALIHA 33 OTNE/IHUTE CRCTABKH.

HyTactepun

Hacrosiure npoyusanus 3a 0611a TOKCHIHOCT, TEHOTOKCHYHOCT H KaHHEPOTeHHOCT He MOKAasBaT
HHUKAKBB CrICLH(HYEH PHCK 32 YOBEKA.

[Ipoy4sanus 3a penpogyKTHBHA TOKCHYHOCT IIPH MBXKKH IUTXOBE TIOKa3BaT HAMAIIEHO TErJI0 HA
NpOCTaTaTa M CEMEHHHTE MeXypueTa, HaMaJleHa CEKpeLHsa OT AKUECOPHATE MOJIOBH KIIE3H H
HaMaJIBaHe HA MHIEKCHTE Ha (pepTHNRATeTA (110 NPHYKHA Ha (apMaKOTOrHYHus edexT Ha
Aytactepun). KinnnuiHarta peneBaHTHOCT HA Te3H HAXOAKH HE € W3BECTHA.

Kaxro ¥ npu npyru urxuburops Ha 5-anda pefykrasara npH NPHIOKEHHE Ha JyTACTEPHA [IO BpeEMe
Ha recTanyiTa e HabnronasaHo GeMUHH3HpaHe HA MBKKH deTye npH IuTexose u saiiup, JyTacTepux
Ce YCTaHOBABA B KPBBTA Ha XKECHCKH ILTHXOBE cle YH(TOCBaHE ¢ MEXKKM, TPETHPAHH ¢ TyTACTEPHA.
Koraro ayracrepun e mpunaras na npuMaTH Mo BpeMe Ha FECTALUATA HE © HAOMORaBAHA
demuHI3ALIM Ha MEXKKH (eTyC PH KPBEHA EKCTIOIMIIMA, NPEBHINABAINA B JOCTATHYHA CTEMEH
SKCNO3UIATA, KOATO §¥ HacTBINIA YPe3 YoBeLKa cliepMa. Mako BEpOATHO € MbKK# deTyc Aa Onae
IIOBJTMAH HETATHRHO Clie]l MpeAaBaHe Ha MyTACTEpPH] Ype3 CrepMaTa.

Tamcynozux
TIpoyusanus Ha 061UaTa TOKCHYHOCT H FeHOTOKCHYHOCTTA He MOKa3BaT HAKAKBE ONpeAeNeH PHCK 3a
XopaTta, pa3fiiveH OF CBHP3ANMTE & HapMakONOrHIHHTE CBOHCTBA HA TAMCY/IO3HH.

B npoyusatus 32 KaHIEPOreHHOCT TIPH [UTXOBE H MHLIKH, TAMCYO3HH XHAPOXTOPHA BOAN J0
[OBHIIABAHE HA HECTOTaTa Ha NPONUQEePaTHRHY NPOMEHK HA MASUYHATA JKIE€32 NIPH JKEHCKHTE
KHBOTHH. Tasu HaxozKa, KOATO Hali-BEPOATHO Ce MeMMPa OT XHNEPHPONAKTHHEMUATA H €
HaGmoaaBana camo NPy NPIIICKEHHS HA BUCOKH J03H, C& NPHEMa 38 KIIWHHYHO He3HAVHMA.

BHCOKHTE 1038 TAMCYI03HH XHIPOXJIOPH] BOAAT A0 00paTHMo HaMansBaHe Ha (epTHIETeTa IIpH
MBXKH IUThXOBE, KOSTO BEPOATHO C€ ABL/DKH HA HPOMEHU B CHILPKAHHETO HA CHEPMATA HiIH
HapyliagaHe Ha edKydauusTa. EQeKTHTe Ha TaMCyTO3HH BBPXY Oposi Ha CIIepMATO3CH/IMTE HITH
GYHKIMATA HA CTIEPMATA HE CA OLIEHABAHH.

TIpunoxeHUeTO HA TAMCYIIO3HH XHAPOXIOPHJ pH GpeMeHHH JKeHCKH [LTHXOBE H 3aiillH B 1034,
MOBHCOKA OT TePaneBTHYHATA, HE NMOKA3Ba AAHHH 33 QIeTANHO YBpEXKIaHe.

6. ©APMAINEBTHYHH JAHHHA

6.1 Cnncbk Ha MOMOIHATE BeMeCTBA

OGpuBKa Ha TEHPAATA KANCyJa:
YepeH xenesen oxcun (E172)
YepeeH xenesen okcug (E172)
Turanos nuokena (E171)
XKrnr xenesen okeup (E172)
Kenatun

Chabpkanie HA TyTaCTePHA MEKA JKENAaTHHOBA KAICY/IA:
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[pomunen I ukon MoHokanpraar, T 11
Byrumxunpoxcuronyen (E321)

O6BuBKa Ha MEKATA KATICYJIR:

Kenatuu

Inuepon

Turanos auoxcun (E171)

Aenr xenezeH okcua (E172)
Tpurmanepunn (cpeanu Bepury)

JletMTHH (MOXe Aa CHABPKA COEBO MACIIO)

Tamcynosus neneTs:

MeTtakpunosa KHCENHMHA — €THN akpunar kononumep 1:1 ancnepens 30 nponeHTa
MukpokpHcTaTHa Uenynosa

Jubytun cebaxar

Momucopbar 80

CunHnyes XMAPOKCHA, KOOHAeH Ge3BoaeH

Kanmer creapar

Yepnn macTina

Hlenak (E904)

Yepen xenesen okcug (E172)
IIpomnenrnukon

AMOHAK, KOHLIEHTPHPaH pasTBOp
Kanues xuapoxenn

6.2 HecnBmecTEMOCTH
Henprnoxammo
6.3 Cpoxk ra roauocr

2 rOJIHHH
Cpok Ha rogHoCT ¢clea NEPBO OTBapAHE Ha ONaKoBKaTa: 90 THH.

64 CnennaJjsd ycIoBHA HA ChXpAHeRHE

Ha He ce cexpanspa Haj 30°C. Jla He ce u3nonspa nobeye OT 90 JHH clea MEPBOTO OTBapsHe HA
OyTHIKaTa.

6.5 DBAAHCHABPXKAHAE HA GHAKOBKATA
HDPE 6yTunku chanpiKaiiy CyLHTEN.

7 TEBPAH KATICYTH B ONAKOBKA oT 35 ml.
28 TRBPAM KallCynH B omakoBka oT 100 ml
30 TeBEpAM KancyiH B onakopka ot 100 ml.
90 TBEpAH Kancynx B onakopka ot 250 ml.

He pcrtKy BHAORE ONIAKOBKY Morar Aa GBIar nycHaTd & nponaxGa.
6.6 Cnenuanuu npeINa’AA MEPKH BPH HIXBLP/IAEE
AyTactepua ce pe3opbupa npes KoXKaTa M NOPAAH TasH NPHYMHA Tp6Ba Aa ce H3Gar

TIOBPEIEHH KanCyH. IIpH KOHTAKT ¢ NOBPeIeHH KaTlcy/TH, 06nacTTa Ha KOHTAKT Tpa(jpa
He3a0aBHO ¢ BOJa M canyH (BK. Touka 4.4), :
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Heunsnon3panuAT eKapcTBEH NPOAYKT WIM OTNAABYHHTE MATEPHAITH OT Hero TpAGRa Ja ¢e H3XBBJIAT

B CLOTBETCTBHE ¢ MECTHHTE 3aKOHOBM H3HCKBAHHS,

7. TIPHTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

I'epmanus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Perucrpaimonen Homep: 20200201

9. JATA HA ITBPBO PASPENIABAHE/ITOJHOBABAHE HA PA3SPEIMIEHHETO 3A
YIOTPEBA

Hlata Ha mepeo pazpeimasane: 20.10.2020

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2020
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