KPATKA XAPAKTEPHCTHKA HA [IEJR/RFENHA ATEHUKA NO NEKAPCTBATA
KDAMKS XADAKINGDUCTIINE HE NPOQYXNTI - [N IDUACK S+ 1

1. UME HA JIEKAPCTBEHUSA NPOAYKT Kom Pea. Ne ........ .azgﬂ(apQ.ﬁ .......................... ?
PaspeueHue M _ -0k- 2024

Hytpoized 0,5 mg/ 0,4 mg TBbpAU KANCYH S MAMP 6’ S/ 3  / ) 11 107

Dutrozen 05 mg / 04 mg hﬂrd CEPSUIES t einrremmsainrssnanarnsgnrsonrond nuisrerrai bt n e
Ogobpame M ................ 7 vrerarasinninn

2. KAYECTBEH U KOTUYECTBEH Cb(CTAB

Bcaxa Tebpaa kancyna cwabpxka 0,5 mg ayracrepua (dutasteride) v 0,4 mg TaMcyno3nHOB
xuapoxnopua (tamsulosin hydrochloride), (ekBuBanenten nHa 0,367 mg Tamcynolun).

[loMoLIHH BeLleCTBA C U3BECTHO AEHCTBHE:

Bcaka kancyna ceaspxka 299,46 mg nponuaeHrNHkon MoHokanpuiar (ekBiBaneHt Ha 112,80 mg
MPONWJIEHIIUKOI} U CNEAH OT NPONUIIECHTIMKOA B YEPHOTO MACTHIIO.

Besaka kancyna ceabpxa 0,01 mg HATpH.

ToBa nekapcTBO MOXKE CBABPKA CNEAH OT COEB NIEUHTHH.

3a MbAHHA CIIMCBK Ha NOMOLLHKTE BELIECTBA BHXTE To4Ka 6.1,

3. JJEKAPCTBEHA ®OPMA

Tebpaa kancyna.

[TpoawLArosaTH TBBLPAM XKeTATUHOBH Kancynu ¢ pasMepn 24.2 x 7,7 mm ¢ kadaBo 110 1 Gexosa

kanauka ¢ Haanuc CO001 HaneuaTaH ¢ YepHO MacTUN0. BesAka Kancyna Cbabpika:

- Enna npoawnrorara, Meka, XeflaTUHOBA Karcyna ayracrepud (npudausutenno 16,5x6,5 mm) coe
CBETJI0 XbJT UBAT NbLAHA ¢ NPO3paviHa TEYHOCT.

- Tlpubnu3znrenno 183.8 mg nenetu TaMCyno3MH ¢ H3MEHEHO OCBODOX AaBaHe Oenn 10 NOUTH OeH

Ha UBAT.

4. KJHUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHUA

- Jleuenue HA YMCPCHO TEAKKY /10 TEAKA CHMTITOMATHKA HA J00POKAUCCTBEHA IPOCTATHA
xunepigraszya (JIHX).

- HamanssaHe Ha pucka OT OCTpO 3aabpkane Ha ypuHaTa (O3Y) u Xxupypruuecka HaMeca npu
MallHEHTH C YMEPEHO TeXKa A0 TeXKa cuMnromatika Ha JRIX.

3a nHdopMauns 3a ePeKTUTE OT IEYEHUETO W PA3JTHYHHATE IPYIH NAUUEHTH, MTPOYUEHH B KIIHHHYHHTE
H3INUTBAHUA, MOJSL BHXKTE TOYKaA 5. 1.

4.2 Jd03MPOBKA U HAYHH HA MPHITOKEHHE

Jdo3upoBka

BbipacTHn (BRAKOUHTENHO DALHCHTH B CTapueckd BbipacT)

[[penopbuuTenHara ao3a ytpoien e | kancyna (0.5 mg 7 0.4 mg) se iR JHEBHO.

Kvneto e ymectHo, JlyTpo3er MoXKe 1a ce H3NO0J3Ba 3a 3aMECTBAHE HA CHBMECTHOTO NPHIOKEH

NPOAYKTa C LN YJIECHABAHE HA IEYEHUETO.
KbaeTo € KNTAHUYHO YMECTHO, MOKe 1a Obae 00ChXaaHa npska NpOMAHa OT MOHOTEpan
AyTACTEPHI KIH TAMCYIO3KHOB XHAPOXNopua KbM JdyTpoieH.




bnbpeudo yBpexaaHe
BiausHueTo Ha yBpeneHaTta ObOpeyHa pyHKUHA BbPXY (PapMAKOKWHETUKATA HA AyTACTEpUI-

TAMCYJI03MH He € npoy4yBaHo. He ce oyakea HEOOXOAHMOCT OT NPOMAHA HA 1038Ta 32 NALKEHTH C
O0BOpeuHo yBpexkaaHe (Bk. TOUKH 4.4. 1 5.2)

YepHoapoOHO yBpexaaHe
BausuueTo Ha yBpeaeHaTa YepHoApoOHa PyHKLUMA BbpXY (PAapMAKOKHUHETUKATA Ha

AYTACTEPHUA-TAMCYIO3MH HE € NPOY4YBaHO, 3aTOBA NEKAPCTBOTO TPAOBA Ja ce NMpunara BHUMATEIHO
[MPH NALIMEHTH C JIEKO 0 YMEPEHO TE€XKKO YepHOoApoOHO yBpexaaHe (BuxTe Touka 4.4 v Touka 5.2).
YnoTtpebara ka JyTpo3eH NpH NaUMEHTH € TEXKO YEPHOAPOOHO YBpEXKIAHE € NPOTHBONOKA3aHa (BK.
TOo4Yka 4.3).

[lenHarpuyuHa nonyaauus
HyTacTepua-TaMCyno3MH € NPOTUBCNOKA3aH NMPY NeAMaTPHYHATA nommynauds (Ha Bb3pacT noa 18
rOOMBH) (8. Touka 4.3).

Hauyun na npunoxkeHue

[lepopanko npunoxeHue.

Ha nauneHTHTEe TpsadBa Aa ce najaT yxa3zaHWA [a NOrbLIAT KANCyJuTe Heln, okono 30 MHHYTH cliel
€JHO M CbLIO XpaHeHe 3a NeHA BCeKH AeH. Kancynure 1a He ¢e AbBYAT UK OTBAPAT. KOHTAKTBT CbC
CBhABPXAHHETO HA KAMCynaTa ¢ Iy TacTepKi, KOATO C€ CbAbpXa B KarcynaTa ¢ TBbpAa 00BHBKa, MOXe
A2 Npeau3BHKa Apa3HEHe Ha opogapuHreanHaTa Jurassua.

4.3 [MporneBonokazanusn

HAyTpo3eH € NpoTHBONOKAa3aH 3a NPUNOKEHUE TIPH.

- XKeHn, neua W wHOWHU (B>, TOUKa 4.6 ).

- [launeHTH CbC CBPBXMYBCTBHTEIHOCT KbM NYTACTEPHA, KbM APYTH HHXHOHTOPH Ha 5-anda
peayKTa3laTa, KbM TaMCYJIO3UH (BKIIOYHTEMHO TAMCYNOIHH-HHAYLIHPAHA aHrHoeaeMa), cos,
(BCTBUM HAH KbM HAKOE OT APYIrMTE NOMOLUHH BewlecTra, U30poeHn B Touka 6.1.

- [lauMeHnTH ¢ aHaMHE3a 332 OPTOCTATHYHA XUITOTOHHA.

- TTauMeHTH ¢ TeKKO YepHOAPOOHO YBPEXAaHe.

4.4 CroeuHaaHH npejynpexxIecHUd W NPeANa3ZHH MEPKH NpH ynoTpeda

KDMSHHHPEHETH TCPAITHA Tpﬂﬁﬂﬂ dd C€ npcanniue crnea BHHUMATC/IHA OLICHKZ Ha pHCKa OT 101134,
Mnopany MOTEHUHATHHAA NMMOBHILUEH PHCK OT HCXKCJ/IAHH CbOHTHUA (BKﬂ[ﬂ‘IHTEﬂHU ChpACHHA

HEHDCTHTBLIHDCT) H CNicd pa3rncAiaHe Ha alTCPHATHBHH Bb3IMOAKHOCTH 34 JICHCHHE, BKITKOYMHTCITHO
MOHOTCDATTHA.

KapuWHOM Ha npocTaTaTa ¥ BUCOKO-CTEIEHHU TYMODH

[Ipoyuanero REDUCE, 4-roauiiio, MHOTO-LHEHTPOBO, PAaHA0OMHU3IUPAHO, IBORHO cnANno, niauedo -
KOHTPO/NMPaHo NpoyuBaHe uicnenna edekra Ha nytactepua 0,5 mg AHEBHO NPH NaLHUEHTH C BUCOK
PHUCK 32 paK Ha MpocTaTaTa {BK/IKOUBALIE MbXKe Ha Bb3pacT ot 50 no 75 roauuu ¢ HUBa Ha PSA ot 2.5
no 10 ng/ml u HeraTtHBHa GHOMNCHA Ha npocTtaraTta 6 Meceua NPEaH BKITHOYBAHETO B NPOYUBAHETO) B
cpaBHeHHe ¢ nnauedo. Pesyatatute OT ToBa NpoyuBaHe NOKa3BaT Mo-BUCOKa yecToTa Ha (Gleason 8 -
10 kKapuMHOMH Ha MpoOCTATaTa NPH MBXKE, NEKYBaHH ¢ aytactepua (n=29, 0.9%) B cpaBHEHHUE C
naauedo (n=29, 0.6%). Bpsikata mexcay ayractepua u Gleason 8-10 kapunHOMH Ha npocTaTara He €
acHa. CnieaosaTenHo, MBbKETE, NPUSMALLLH AYTACTEPHUA-TAMCYN03HH, Tpa0Ba na 0bAaT OLEeHABAHH
PEIOBHO 34 NPOCTATEH KAPLMHOM {BxX. TOuka 3.1).




[TpocTaTHO-cneurduyeH aHTured (PSA)

CepyMHaTa KOHUEHTpAUHs Ha MPOCTATHO-CEUHPNYHNUR aHTHTIEH (PSA) € BaxkeH KOMIMOHEHT 3a
YCTAHOBABAHETO KHa KaplUHHOM Ha npoctaTtata. Cnen 6-MeceqHo fewenne, AyTacTepHA-TAMCYJI03HH
BOIW J0 HAMATABAHE HA CPeAHUTE CEpyMHH HUBa HA PSA ¢ npubaunsurenHo 50%.

[Tpu nauneHTUTE, NpYEMALLIM OYTACTEPUA-TAMCYNO3MH, TpaDdBa Na ce YCTAHOBH HOBa, H3X0AHAa PSA
CTOMHOCT cnea 6 Meceua /ieHeHHe ¢ AyTacTepUul-ramMcyno3uH. [lpenopbusa ce peX0OBHO NpOC/ieasBaHE
Ha cToliHOCTHTe Ha PSA cnen Tora. Bcako noTRbpAeHO NOBMLIABAHE OT HAR-HUCKOTO HUBO Ha PSA
Mo BPEME Ha JIEHEHUETO C RYTACTEPUA-TAMCYTOZUH MOXKe Aa e Oerer 3a HallHIHWE Ha KAPLIMHOM Ha
MpoCTaTa HiH 33 HENOBIHABAHE OT IRYEHHETO C AYTACTEPHI-TAMCYN03MH, 1 TpA0Ba Na ce oueHABA
BHHUMATE/IHO, ICPH B CAyHail Yye TAKMBA CTOMHOCTH ¢a BCE OLLUE B pAMKHUTE Ha HOPMalTHUTE CTOMHOCTH
33 MBbXE, HEMpUeMall S-anda peaykrazeH HHXUOHUTOp (BXK. Touka 3.1). [lpH HHTEpPNPETHPAHETO HA
cToitHocTTa Ha PSA 3a nauueHT, KOHTO npvemMa AyTacTepHil, 3a CPABHEHHE TPAOBA [1a C€ NOTbpPCAT
MpeadLUHH CTOMHOCTH Ha PSA.

JleueHHETO C AYTAaCTEPUA-TAMCYJIO3IUH HE NPEYH Ha H3NON3BAHETO Ha PSA KaTO MOMOLLHO CPEACTBO B
MHArHOCTUKATA HA KAPUMHOMA HA NPOCTaTaTa cnel YCTAHOBABAHETO HA HOBA K3X04HA CTOWHOCT.
CepyMHHTE HMBa Ha o0wua PSA ce BpBWAT KbM U3IXOHHTE CTOHHOCTH 10 6 Mecena cnea
npeycraHoBsABaHe Ha nedeHHeTo. CbOTHOWEHHETO MeXAY ¢B0o00AHNA U 00LHA PSA ocTasa
MOCTOAHHO, AOPH MOA BNYAHHUE HA AYTACTEPUA-TAMCYJ03HH. AKO NeKapaT uidepe Aa 13ros3sa
OTHOCHTENHUA NIPOLUEHTEH AAN Ha cB000AHUA PSA kaTo MOMOLIHO CpeCTBO 3a YCTAHOBABAHE HA
KapUMHOM Ha NPOCTATATa NPH MBXKE, IEKYBAHH C 1YTaCTEPUA-TAMCYJIO3HH, HAMA [1a € HeoOxoauma
KOpEKUHA HAa CTOHHOCTTA MY.

[lpy nauneHTHTE TPAOBA 1a C€ HANPABH PEKTANTHO TYLIHpAHE Ha NPOCTATATa, KAKTO U APy
H3cAeaBaHMA 33 AMATHOCTHKA HA MPOCTATEH KaPUWHOM WM ApYTH 3a00n9BaHUA, KOUTO MOKE Na
NPUYHHAT ChlUMTe cuMnToMH KaTo 11X, npenu 3anoysaHe Ha Je4eHHETO ¢ Ay TACTEPHA-TAMCYJIO3MH,
KakTO U NEePUOAMYHO Cnea ToBa.

CopaeuHo-ChAOBH HeXENAHU PeakKUHH
B nee 4-roAMuUIHK KIHHHYHH NPOYYBAHKMA, YECTOTATa HA ChpAEYHaTa HEeAOCTaTbYHOCT (KOMOHHHPAH

TEpMUH 33 JOKJIaABAHM CbOMTHA, M1aBHO CbpIEYHA HEAOCTATbYHOCT H KOHI€CTHBHA CbpPACYHA
HELOCTATBYHOCT) € MATKO N0-BUCOKA MPH NHLIATA, KOUTO NpHEMAT KOMOHHAUMATA OT QyTacTepua H
anda,-aapeHOpeLeNTOPEeH AHTATOHMCT, MAaBHO TAMCYMTO3HH, OTKOAKOTO CPEJ NMlaTa, HeNnpveMalu
koMOuHauunaTa. OGaue, yecToTata Ha ChbPACYHA HEZOCTATHYHOCT MPH TE3W UINHUTBAHHSA € MO-HHCKA
BbB BCHUKH AKTHBHO NIEKYBaHU IPYNH B CPaBHEHHE ¢ naauedo rpynata, v Apyryd HAUTHYHH JaHHY 3a
AyTacTepHa WK anda,-aApeHOPELENTOPHM AHTArORUCTH HE NOAKPENAT 3aKIH0UEHHE 3a [TOBHIIEHH
CbpPAEHHO-CLAOBH pUCKOBE (BX. Touka 5.1}

KapuuHOM Ha rbpaaTa
Hanu4uHK ca JOKNAOK 3a KapUMHOM HA Iupaata Npd MbiKe, NPHEeMaLld 1y TacTepul B KIHHUYHH

NPOYYBAHHUA Y NO BpeMe Ha MOCTMApPKETHHTOBHA nepuoa. EfivaemMyonoruuky npoyyBanua obave He
MOKa3BaT MOBULUIABAHE HA PUCKA OT Pa3BMTHE HA KAPUMHOM Ha I'bpAaTa NPH Mb¥E NpH ynotpeda Ha 5-
anda peayKrazHu MHXHOHTOpH (BX Touka 5.1). Jlekapure Tpa0Ba na HHPOPMHUPAT NAUHEHTHTE CH 1a
DOK/adBaT B€IHAra NPOMEHM B TbKAHTa HA IbpaaTa, Kato OyHKW UM NOABA HA CEKPET OT 3bpHATA.

bnbOpeuHo yBpexaaHe
JleyewHeTo Ha MALMEHTH C TEKKO YBpekaaHe HA Ob0peyHaTa PyHKUUS (KPpeaTHHHHOB KNHPBHC NOA

10 ml/min) Tpadea na ce OCLLWECTRABA C NOBULLECHO BHUMAHHUE, ThH KAaTO NPH Ta3H rpyna nauHeHTH
HE Ca MPOBEXIAHH KIIMHUYHH U3NHUTBAHUA.

XHMOTOHHSA
OproctaTtvuHa: [logobHo Ha ocTaHanuTe anda,-aapeHOPELENTOPHHY AaHTArORUCTH, MO BpEME Ha
JICYeHHE ¢ TAMCYNOIUH MOKe Ja ce HaONwoaaBa MOHUXKABAHE HA KPBbBHOTO HANACaHE, PALKO BOAELLO
00 CHHKON.
[TauneHTHUTE, KOMTO 3aN0YBAT JIEUSHUE C AYTACTEPUA-TAMCYJIO3HH TpsiOBa ga Obaar npen T
nakc
QR‘

!
CEAHAT WK Aa NerHaT Npy NbPBHUTE CUMITOMH HA OPTOCTATHYHA XUNOTOHUA (3aMaiiBaHS Yy i
OTLLIYMABAHETO UM




3a 1a ce CBeAe A0 MUHUMYM BBL3MOXKHOCTTa 3a Pa3BUTHE Ha NOCTYPAITHA XUNIOTOHHUA, NAUHEHTDHT
Tpa6Ba na Obae XeMOoOHHAMUUHO cTabuneH Ha andal-aapeHopeuenToped aHTaroHUCT NPeaX
3anouBaHe ynotpebara Ha PDES wuxuduTopu.

CumnromatuyHa: [lpenoppyBa ce NOBULLEHO BHUMaHKe, KoraTo anda agpeHepriuHy ON10KNpaLuu
aredTH, BKIHOYHUTENIHO TAMCYJI03UH ce npyunarat eaHoBpeMeHHo ¢ PDES nuxubdntopun (Hanpumep
cunaeHadun, Taganadun, sapacHapua). Anga,-aapeHopelenTOpHHTE aHTaroHKCTH U PDES
HHXHUOMTOPUTE Ca Ba30AUNATATOPH, KOUTO MOXE /1a NOHHKAT KPBBHOTO HansAraHe. EaHoBpemenHaTa
ynoTpeda Ha T€3W ABa KNaca JEeKapCcTBa NOTEHUHATHO MOXKE 42 NPUUHHNA CHMNITOMATHYHA XHITOTOHUS
(BX. TOuka 4.5).

CHHAPOM Ha MHTPAOTIEPATUBHO ATOHUYHUA UPUC

[Ipy HAKOM NALUMEHTH, KOHTO CE TIEKYBAT MOHACTORUIEM AU ¢a OHNYM NEKYBAHHU NpeH C TaAMCYMO3HH,
10 BpeMe Ha onepaluns Ha KaTapakTa € HabnoaasaH CHHAPOMBT HA HHTPAONEPAaTHBHO ATOHUYHHA
upuc (Intraoperative Floppy Iris Syndrome - IFIS, BapnaHT HA cHHAPOMA Ha TACHATA 3eHMUA). [FIS
MOE 1a NOBULUY PUCKA OT OYHH YCNIOXKHEHHUA 10 BPEME HA K ¢nea onepauuata. [lopaad tasu
PUYHHA HE CE€ NPENMOPDBYBA 3aM04BARE HA ICYEHUE C OYTACTEPUA-TAMCYNIO3UH NPH NALIHEHTH C
HacpoueHa onepaLya Ha KaTapakTa.

[1o BpeMe Ha nNpenonepaTHBHATAa OLUCHKA XHPYP3HUTE, HIBBPLUBALLKY ONEPALMH HA KATAPAKTA U EKHIIHTE
ofranmono3u TpadBa Aa B3eMaT NpPeABHI JAJIA NALKEHTUTE NPHEMAT WK ca NPUEMANK AyTacTepHa-
TAMCYJI03HH, 33 J1a C€ OCUIypAT NMOAXOAALHN MepKK 3a oBnaaasane Ha IFIS no speme Ha onepauusTa.
CnupaHeTo Ha NMpHeMa Ha TAMCYNO3UH | - 2 ceaMUUM Npean ONepaLUaTa Ha KaTapakTa ce cMATa 3a
NOJIe3HO, HO peanHaTa nossa ¥ NPoAb/HKUTEIHOCTTA Ha NIepHO4a 0T BPEME, 3a KOHTO NEKAPCTBOTO
TpAOBa Aa ce cnpe npead OnepauUATa Ha KaTapakra, BCE OlIE HE ca YCTAHOBREHH.

Huxubutopn Ha CYP3A4 u CYP2DO

EAHOBPEMEHHOTO NPUAOKEHHE HA TAMCYN03HHOB XHIPOXJIOPUA ¢ MOLUHU UHXHOUTOpU Ha CYP3A4
(KanpHMep KETOKOHA30.), UM B 10-Majlka cTened ¢ MolHY HHXubuTopu Ha CY P2D6 (Hanpumep
NAPOKCETHH) MOWKE 13 MOBUIIM €KCNO3NMLKATA HA TAMCYJI03MH (BK. Todka 4.5). CneaoBatenHo
TAMCYJIO3HHOB XUAPOXJIOPUA HE CE NPENOPBLYBA MPH TALKHEHTH, nNpueMauin MouedH CYP3A4
HHXHOUTOP ¥ TpAOBA a4 Cce U3MOJI3BA BHHMATENHO MPH MALIMEHTH, npuemaiud ymepeH CYP3A4
HHXHOUTOP, MowieH MK ymepeH CYP2D6 nuxubdburop, xkomdnHauua ot CYP3A4 u CYP2D6
HHXUOUTODH, UNH MPU NAUKEHTH, 32 KOUTO € YCTAHOBEHO, UYe ca basHM Metabonuzatopu Ha CYP2D6.

YepaoapobHo yspexxaane

JyTacTepua-TaMCyMO3UH HE € NPOoY4BaH MPH NALUWEHTH ¢ YepHOAPOoOHO 3abonasane. Jlytactepuna-
TaMCyJI03uH TpabBa Aa ce npuiara BHUMATENHO NPy MALKEHTH C IEKO A0 YMEPEHO TEIKKO
yeproapoOHO yepexaaHe (Bx. Toukn 4.2, 4.3 u 5.2).

[loBpeaeHun Kancyau

HyTtactepua ce pesopOupa npes koxara, nopaay KOeTo XKeHUTE, 1eUaTa 1 IoHOWKWTe TpadBa aa
H30ArBaT KOHTAKT ¢ MOBPEASHH Kancyau (Bx. Touka 4.6). AKo ToBa ce cayuu, 001acTTa Ha KOHTAKT
TpaOBa He3abaBHO Ja Ce H3MHE C BOJa U CanyH.

[ToMoLHYU BELILECTRA:

ToBa nekapCcTBO ChbAbPAkA No-manko OT | mmol Hatpur (23 mg) B Kancyna ,Taka ue Ha NPaKTHKE €
..0€3 HATpHH™,

HyTpo3eH cbabpxka 299,46 mg nponuneHrnukon MoHokanpunat (exkpuBanenT Ha 112,80 mg
NPONUACHTIUKOI) BbB BCAKA KallCya Y CNEAH OT NPONWIEHTJIUKON B HEPHOTO MacTHJIO.

Topa nekapcTBO CbAbp*ka C/1eAK OT COEB JICUHTHH. AKO CTE aNepPriHiHH KbM (QbCTbUH HIIH COSA, HE
H3MOI3BAATE TO3M NIEKAPCTBEH NPOIYKT.

4.5 BiaumogeHcTBHE ¢ APYIH JEKAPCTREHH NPOAYKTH H APYrH QOpPMH HA B3AHMOJEHCTBHE

He ca npoeexnaHy npoy4BaHUA 3a JIEKApCTBEHUTE B3aUMOAECHCTBUA HA AyTacTepUa-Ta
[TocoueHaTa no-aony nHpopMaumns oTpa3ssa HATHYHHTE JAHHH 33 OTAE/IHHTE ChCTaB

Adyracrepua




3a uHpopMaLIMA OTHOCHO MOHUXABAHETO HA CTOHHOCTHTE HA cepyMHus PSA no Bpeme Ha neuyeHue ¢
AyTacTepui, KAKTO M 3a HACOKH 33 YCTAHOBABAHE Ha KAPUMHOM Ha NMPOCTATaTa, MO BHKTE TOUYKA
4.4,

EdekTd Ha ApyrH nekapcTBa BbpXY (hapMAKOKHHETHKATA HA AYTACTEPHA

HyTtactepua ce eMMMHHHUPA rIaBHO upel MetabonuinpaHe. /n vitro npoy4BaHUATA MOKa3BaT, Y€ TOBA
meTaboau3zupaHe ce karanuivpa ot CYP3A4 u CYP3AS5. He ca npoBexxnaHd HACOYEHH NMPOYYBAHUA
33 B3auMoaeicTBHA ¢ MOWHU HHXHOUTOpH Ha CYP3A4. Benpeku Toea, npH NoMNyaauHOHHO
$apMaKOKHHETHYHO NPOYUBAHE KOHUECHTPALUMUTE HA CEPYMHUA AyTacTepHa ca QWU ChOTBETHO
cpenuo 1,6 1o 1,8 mbTH NO-BHCOKH MpPH MaIBK OpOH NAaUKEHTH, TIPH KOMTO CBBMECTRO C AyTAacTepUa
ca NMpUiaraHy Bepanamui MK auntTualem (ymepend uuxuburtopu na CYP3A4 1 unxudbutopm Ha P-
[JIMKONPOTEHH), B CPABHEHUE C OCTARAIUTE MALLMEHTH.

[TpOoabMKUTEAHKAT NIPHEM HA KOMOUHALMATA HA YTACTEPHA € JIEKApCTBA, KOMTO €a MOLLHM
HHXHOUTOPH HA eH3IuMa CYP3A4 (Hanp. pUTOHABKP, HHIAHHABHP, He(a30A0H, UTPAKOHA30/1, KETOKOH
[IPUIOKEHH TIEPOPANTHO), MOXKE Aa NOBULLIU CEPYMHUTE KOHUEHTPAaUHH Na ayTacTepua. BeposaTHocTTa
33 I0NTBJIHUTETHO HHXHOKWpaHe Ha J-anda peaykTa3aTta NpU NOBUILEHA €KCNO3HIIMA HA MYTacTEPHUA €
MaliKa. AKO 00aue ¢€ YCTAHOBAT HEXKE/TaHK JIEKAPCTBEHU PEAK UMK, MOMXE 14 C& 00CHAH HaMANABAHE
YyeCTOTATA Ha NpHeMa Ha aytactepua. Tpadea na ce oTOenexkH, Ye B cnyyad Ha eHIUMHO HHXHOHpaHe,
ABACOTO BPEME Ha NOJTYKUBOT MOXKE 1A C€ YAbLDKH AONBIHUTEHO Y AOCTHIAHETO Ha HOBO
PAaBHOBECHO ChCTOAHHE MOXE J1a C€ NOCTUIHE ¢lea noBeve 0T 6 Meceua ChiTbTCTBALLO JIEHEHHE,
[TpunoxkenueTo Ha |2 g XonecTHpaMHUH €AHH Yac C/iel NPpHEM HA €AHOKpaTHA 1033 OT 5 mg
AYTACTEPHA HE € NOBIUAN0 (PapMAKOKHHETHKATA HA JyTacTepHU..

EdekTn Ha ayTacTepua BpXY (JapMaKOKMHETHKATA Ha JAPYTH JIEKapCTBa

B kKAMHUYHO NpoyuBaHe ¢ ManbK Opoi yyacTHHUM (n=24) B NpoaAb/DKEHHE HA ABE CEAMHUM NPH
3apaBH MBXKe, oyTacTtepna (0.5 mg AHEBHO) He € oKa3an eekT BbpXy PapMaKOKHHETHKATA HA
TaMCYJIO3MH MY Tepa3o3uH. Cbl10 Taka, B TOBA NPOYYBAHE HE € YCTAHOBEHO (PapMaKOIHHAMHUYHO
B3aHMOOEHCTBHE.

JlyTtacTtepna He noBnuaBa GapMakKOKHHETHKATa Ha BaphapHUH WIH NUTOKCHH. ToBa nokassea, ue
ayractepua He uuxudupa/unayuupa CYP2C9 unu tpaHcnopTHaTta MONeKyna P-raukonpoTeunH. {n
vitro Npoy4YBaAHHUATA 32 B3AUMOACHCTBUA MOKA3BAT, Y& AYTACTEPUI HE HHXUOHKpa eHIuMuTe CYPI1 A2,
CYP2D6, CYP2C9, CYP2CI19 unn CYP3A4.

Tamcynozun
CbBMECTHOTO NMPUNMKEHUE HA TAMCYMO3IHHOB XHAPOXJIOPHA € JIEKAPCTBA, KOMTO MOTAT [a NMOHHXKAT
Kpb8HOTO HanfraHe, BKAKYUTENHO aHecTeTHUH, PDES uaxubutopu v apyrv anda,-
aApEHOPEUCITTOPHH AHTArOHUCTH OM MO0 Ia JOBEAE A0 3aCHICHH XUNOTCH3UBHH €EeKTH,
HyTtactepua-taMcynio3uH He TpadBa aa ¢€ npunara B KoMOMHauuA ¢ apyru andgas-
aJpeHOpeLeNTOPHHUTE AHTArOHHUCTH.

EQHOBpeMEHHOTO NPHACKEHHE HA TAMCYJIO3HHOB XUAPOXA0pUA K KeTokoHa30a (Mouer CYP3A4
HHXHOKUTOP) BOAM N0 nosHiaBaHe Ha Crax U AUC Ha TaMCYJIO3MHOB XHAPOXIOpHA € KOEDULUUEHT
ctoTBeTHO 2,2 ¥ 2.8. EAHOBpEMEHHOTO MPUIOKEHHUE HA TAMCYJIO3HHOB XHAPOX/JIOPHA ¥ MAPOKCETHH
(Mmower CYP2D6 uuxuburop) soau Ao nopuinasaHe Ha Chic H AUC Ha TaMCYO3HHOB XHAPOXJIOPH/L
¢ koepHuueHT cboTBeTHO |3 1 1,0. [TonobHo nosuiuasaHe Ha ekcnoluumiaTa ce ovakea npu CYP2D0O
OaBHH MeTabONH3ATOPH, CpaBHEHY ¢ Obp3H MeTaboAn3aTOPH NPH €AHOBPEMEHHO MPUNOKEHHE ¢
moilieH CYP3A4 uuxudurtop. Edektute ot eaHoBpeMenHo nprioxkenHune Ha CYP3A4 u CYP2D6
MHXHOUTOPH € TAMCYN03WHOB XHAPOXJIOPHA HE €3 OLECHABAHH KIIHHUYHO, 00a4ye € Hannue NoTeHUHa
34 3HAYUTENHO NOBHILABAHE HA EKCNO3HUMATA Ha TAMCYJIO3HH (BXK. ToYka 4.4).

CBIBTCTBALOTO NPUIIOKEHUE HA TaMCYNO3HHOB xuapoxiopHa (0.4 mg) u unmetuamn (400 mg Ha
BCEKH LLUECT 4aca 3a WeCT AHW) BOAU 10 NOHWKABAaHE HA KIKWpbHca (26%) u no nosuiuaeane Ha AUC
(44%) Ha Tamcyno3nHoB xuapoxnaopna. HeodxoguMo € NoBHLIEHO BHUHMAHHE, KOraTo AyTacTEPUI-
TaMCYJI03HH ce Npuara B KOMOKMHAUMA C LHMETHIHH.
He € npose>xaano cneunpruHO H3NMUTBAHE HA NEKAPCTBEHUTE B3aUMOAEHCTBHUA NMPH CLB
MPHA0KEHHE HA TAMCYIO3MHOB XHAPOXNOpHI K Bap(dapHH. PesynraTute OT orpaHuue
Vivo NPOYYBaHHA HE 1AaBAT ACHH 3aKkNtoucHuA. JnknodeHak v BaphapuH, oGaue, Mor




CKOPOCTTZ Ha eJTMMUBHUpaHE HAa TaMCYJI03MH. EnHoBpeMeHHOTO nNpunoxenye Ha papdapun 1
TAMCYJIO3HHOB XHAPOXN0opHA TpAOBa 1a € C MOBHIIEHO BHHMaHHE.

He ca HaGnrwopaBaHu B3aMMOACHCTBUA NIPH €AHOBPEMEHHOTO NPUIOKEHUE HA TAMCYQ3IHHOB
XHIPOXHOPHA C ATEHONION, EHANANPUA, HUPEAUTTHH UK TeOPUNHH. EJHOBPEMEHHOTO NPHIIOKEHHE S
dpypo3eMna BOAU A0 MOHUKABAHE HA MJIA3MEHWUTE HHBA Ha TAMCYNO3HH, HO ThH KaTO HWBAaTa OCTaBaT
B pAMKHWTE Ha HOPMATHUTE FPaHHLK, J03MPOBKATa HE TPAOBA 1a ce KOPHTHpA.

In vitro csoboakarta ppakuva Ha TAMCYJ03HH B YOBELIKA MJ1a3Ma HE Ce [IPOMEHSI HUTO OT AHa3zenam,
HUTO OT APOMPAHOION, TPUXTOPMETHAZUA, XIOPMAaAHHOH, AMUTPHIITHIIHH, AHKI0(EHAK,
raMbeHKIaMna M CUMBAcTaTHH. TaMCYNO3HMR ChLUIO HE NPOMEHA CBOOOAHNTE DpakUKU Ha Ava3enam,
[IPONPAHONO, TPUXIIOPMETHA3H H XIOPMAIHHOH.

4.6 MepTHAHTET, DPEMEHHOCT H KbpPMEHE

YnoTtpebata Ha OyTacTEPUA-TAMCYIO3HH [IPH XKEHHU € npoTuBonokalaHa. He ca npoeexaanu
NMPOYYBAaHHA 33 YCTAHOBABAHE HA eEeKTa Ha AYTacTEPHA-TAMCYNO3HMH BBPXY OpeMEHHOCTTa,
KbpMeHeTO M depTunnteTa. [laneHara no- nony uHpopmanus OTpaissa HAIMYHATA HHGOPMaUHA 34
OTOE/IHUTE ChCTABKH (BX. TOYKa 5.3).

bpeMeHHOCT

Kakto ¥ ocTaHanuTe HHXUOUTOPH HA S-anda peaykTazata, AyTACTEPUR UHXUONPa NPEBPBLUAHETO Ha
TECTOCTEPOHA B AHXHWAPOTECTOCTEPOH M AKO € NPHJIOKEH HA )KEHA, OPEMEHHA C MbXKKH PeTyc,
RYTacTEPHUA MOXKE Aa NOTHUCHE Pa3BUTHETO HA BBHIUHUTE NOJOBK OpraHy Ha getyca (kK. Touka 4.4).
B cnepmara Ha nMUa, npveMallyd AyTacTepu, c€ YCTaHOBABAT MAIKH KoJiMuecTsa aytactepua. He e
H3BECTHO JaTi MBbXKH (peTyc we Obae NOBAUAH HEraTHBHO, aKO MaitkaTa UMa KOHTAKT CbC cnepMara
Ha MauHeHT, MeKYBaH ¢ AyTacTepua (PHCKDT 3a TAKOBA YBPEKAAHE € Hal-roasM npes nbpseute 16
ceaMUUM oT OpeMeHHOoCTTa).

[ToaobHO Ha BCHUKHM MHXKOUTOPH Ha S-anda peaykTa3aTa, KOrato NapTHLOPKATa Ha NalHUEHTA €
OpeMeHHa WM € Rh3IMOXHO 13 3abpeMeHee, ce NpenopbyBa Aa Ce U3NOJ3Ba NpPe3epBaTHB M0 BpeMe Ha
NOJIOB aKT C UEJ A3 C€ M30erHe KOHTAKT Ha NapTHLOPKATa ChC CMNEPMAaTa HA NALMEHTA.
[TpHnoXeHHUEeTO HA TAMCYJIO3UHOB XUAPOXJIOPUA NPH DpeMEHHH EHCKH MUIbXOBE H 3aHUM HE €
MOKazano AaHHMW 33 YBpPEHIAHE HA NI0aa.

3a nHopMaLHA OTHOCHO NPeAKIHHHYHUTE AAHHK BHXTE TOUKa 5.3.

KbpMeHe
He e u3BecTHO Jann AyTacTEPUA MK TaMCYNO03HH CE eKCKPETHUPAT B KLpMATa MNpH X0pa.

DepTHauTeT

Mma cbobiueHuns, ye ayTacTepu MOBAKABA XapAKTEPHUCTHKUTE HA CniepMara (HaMmansaeaHe Ha Opos Ha
CNEPMATO30HaUTE, 00EMa Ha cnepMaTa U NOABHXXHOCTTA HA CIEPMATO30UINTE) NPH 34paBH MbXKe
(BK. TOuKa 5.1). Bb3M0OKHOCTTA 32 HAaManNABaHe Ha MBbXXKHA QEPTUITUTET HE MOXKE Aa Obae
H3KAHOYEHA.

He ca oueHsBaHU eekTUTE HA TAMCYIOIMHOB XUAPOXIIOPUI BLPXY OPOs HA CNEPMATO3OHAMTE HUITH
GVHKLUHATA Ha criepMara.

4.7 EdexTH BLpXY cnocobHOCTTA 3a WopHpaHe H padoTa ¢ MALWIHHH

He ca u3BbplUBaHH NMpOy4YBaHMs 32 ePEKTHTE HA AyTACTEPUA-TAMCYNO3HH BHPXY CNOCOOHOCTTA 34
wodrpare U pabota ¢ MaliuHU. Bvnpeky ToBa, nauuenture Tpabsa a1a OvaaT HHGOPMUpPAHH 34
Bb3MOXHATa TOABA HA CHMNTOMH, CBbP3aHH ¢ OPTOCTATHYHA XHIOTOHHA, KaTO 3aMaiBaHe, NOKATO
npueMart yTacTepHUA-TaMCYJI03UH

4.8 Hexenanu JeKapcTBeHH peakuHH

[IpeacraBeHUTE NO-D0Y AAHHH €3 CBbP3aHM ¢ NPUNOKEHE HA ZyTACTEPUA 3a€AHO C T
4-roauiueH aHanus Ha npoy4yBaHeTo CombAT (KoMOHHMpaHe HA TyTacTepHI U TaMC
Combination of dutasterid and tamsulosin), cpaBHenre Ha gytactepua 0,5 mg u Tam



NPHIOKEHH BeIHBLX QHEBHO 32 4 FOIMHH KAaTO KOMOMHHPAHA TEpanus MKW KaTO MOHOTEPAnHA.
IeMOHCTpHpaHa € OMO-eKBUBANICHTHOCT Ha 1Y TACTEPUA-TAMCYJ/I03HH C €0HOBPEMEHHO TTPHIIOKEHH
AYTACTEPHI U TAaMCYT03HH (Bx. Touka 5.2). [laneHa e yHdopmauus 1 3a NpoPHANTE Ha HEXENAHU
peaku1i Ha OTAEIHUTE aKTHUBHU BELUECTBA (AyTACTEPUA U TAMCYT03UH). OObpHETE BHHMAHHE, Y€ HE
BCHYKH HeXeMaHH peakUHH, A0KNaABaHKN 33 OTASTHUTE CbCTABKH, Ca CbOOLaBaHu NpH Ay TacTepUI-
TAMCYJIO3MH U Ca BK/TIOYEHH 32 MHPOPMAUNA Ha JIEKApa, KOHTO NPEaNHCBa JIEKapCTBOTO.

Hanuu ot 4-roauwinoTo npoyusaHe CombAT noka3ear, 4e 4eCTOTATa HA BCUYKHTE, OLEHEHH OT
W3ceIoBATENA KATO JIEKAPCTBEHO-CBbP3aHU HEXE/IAHK peakUHy No BPpEME Ha NMbpBaTa, BTOpaTa,
TpETaTa K HETBbPTATa ro/IuHa OT e4eHueTo, ca 6unu cvoTeeTHO 22%, 6%, 4% u 2% 3a
KOMOMHHMpAHATa Tepanys By TacTepUR-TaMcynoiuH, 15%, 6%, 3% n 2% 3a MoHoTEpanusTa ¢
aytactepua, H |13%, 5%, 2% u 2% 3a MmoHoTEpanuATa ¢ TaMcyno3uH. [lo-BHCOKaTa YeCcTOTA Ha
HeXKeNaHHM JIEKApCTBEHH peaklMH B rpynara Ha KoOMOMHUpaHaTa Tepanus npes nbpBaTa roiHHa oT
NEYEHUETO € CBBP3AHA ¢ N0-BUCOKA HECTOTA HA HAPYLUEHHUA HA Bb3NPOX3BOAUTEIHATA CUCTEMA, M10-
CNeUHANHO HA HAPYLIEHHA HA €AKYNnauuaTa, HabMoaaBaHH NpH Tasu rpyna.

OueHeHHTE OT U3CNER0BATENA KaTO NEKAPCTBEHO-CBbP3aHK HEXKENAHHU PeakUHH U ChOOLLEHH ¢
yecToTa OT 1% WAW MOBEeYe MO BpeMe Ha MbPBATA MOJMHA OT JeYeHUETo, B npoy4uBaHeTo CombAT,
KMHHUYHUATE Npoy4BaHus ¢ MoHoTepanua Ha JI1X v npoyusanHeTo REDUCE ca noxasanu B

Tabnuuara no-aoity.

B nonbiHeHHe HexenaHUTe eeKTH Ha TaMCYJI031H Mo-10/1y Cce OCHOBAaBaT HA HAJIMYHATA
nHdopMaUHaA B NyOMTHYHOTO NPOCTPAHCTBO. YecTOTUTE HA HEXKENAHUTE PEaKLiMH MOXKE a C€
yBENHYAT, KOTaTo ce H3noi3Ba KOMOHHUpaHa Tepanus

YecToTa HA HEXKENAHUTE PeaKLUHH, MACHTHPHULKPAHH B KIHHHUYHW NPOYUBAHKUSA:
Yectu ( > 1/100 no < 1/10), Heuectu (> 1/1 000 oo < 1/100), Peaku(> 1/10 000 oo < 1/]1 000), Muoro
peakn (< 1/10 000). Bne scaka rpynuposka no cucreMo-opraHiu knacose (SOC), HexenanuTe

peakuHH €3 Np€ACTABEHH B HH3X0IALW pEA N0 OTHOLICHHE HA TAXHATA CCPHO3HOCT.

NOOKOXHaTa ThbKaH

Stevens- Johnson

Cucremo-opranen Hexenann UlyTacrepua- Jdyracvepua | Tamcyno3nHe
Kjaac PeaKuUHH TAMCYJA03HH"
HapyweHnus Ha Cunkon - - Peaku
HEpBHaTa CHLTCMA 3amaiirate YecTu - YecTH
'nasobosnue - - Hevectu
CopaeuHu CobpaedHa
HapyieHux Fiiﬂ:g:::;::ﬂ Heuectn HeuecTH -
TEPMHH')
[TannuTauum - - Heuectu
CbA0BH HApYLLIECHUA OprocTaTuiHa
XHNOTOHUA ) ] Heuectn
PecnupaTopHu, rpuaHd| PAHHT
U MEJHACTAJIHH - ; Heuectu
HapyLeHHUs
CToMaluHO-4pEBHH 3anex - - HeuecTu
Huapus - - Heuectu
["anene - - HeudectH
[losptuiaHe - - Hevectu
HapylueHus na AHrnoeaem - - Penkwu
KOXaTa CHHIpOM Ha

Yprukaphns

QObpus

[pypuryc




HapyuiueHus Ha Mpuanuzsm - - Heuectu

Bb3INPOU3IBOAUTENHATA | UMNOTEHTHOCT ° YecTH YeeTu® _
CHCTEMA H IrbplaTa [TpoMeneHo

YecTH YecTH" -
{HamaneHo) nuduao’

HapyueHus Ha

- YecTH YecTu" YecTu
eaKynanuaTa >

HapyuieHus Ha
MJIEYHATA H1e3a -
OOum HapywieHHUs H AcTenns

epeKTH Ha MACTOTO - - HeuecTH
Ha NPHAOKEHHE

YecTu Yectu®

: HyTtacrepua-ramcyo3nH: oT npoyuBaHeTo CombAT - 4eCcTOTHTE HA HEXENAHUTE PEAKLUHU
HaMangBaT M0 BPEME Ha NedeHHeTo, oT |-BaTa fo 4-tata roadHa.

b JyTtacTepuda: OT KJIMHHYHHTE [IpOyYBaHHUA ¢ MOHoTepanua Ha JIIX.

¢ Tamcyno3uH: oT ocHOBHHUA npoiua Ha 6ezonacHocT B EC (EU Core Safety Profile) Ha
TAMCYNIO3HH.

d [Mpoyusane REDUCE (Bx. Touka 5.1).

1 KoMOHHMpaHUAT TEPMHH ChpaeuHa HEAOCTATHUHOCT BKJTHOYBA KOHIECTHRHA Chp/eYHa
HEAOCTATBYHOCT, ChPACHHA HEAOCTATLYHOCT, JIEBOKAMEPHA HENOCTATLYHOCT, OCTPA Chp/AeHHA
HEA0CTATHbYHOCT, KAPJAMOTEHEH LLOK, OCTPA JIEBOKAMEPHA HEAOCTATBYHOCT, JECHOKAMEPHA
HEAOCTATBHYHOCT, OCTpa AECHOKAMEPHA HEJOCTATBHHOCT, KAMEPHA HEAOCTATBYHOCT,
KapaAHONyJ/IMOHAIHA HEAOCTATLYHOCT, KOHIC€CTHBHA KAPAHOMHONATHA.,

- Brnoupa HanpexeHUe W yroiemapaHe Ha rbpauTe.

. Te3n HexkenaHu peakliMy B CEKCyanHata QyHKLHA C€ CBBP3BAT C NIEUEHHETO C AYyTacTepH
( BKJIKOYHTEIHO MOHOTEPANUA H KOMOHHAUMA ¢ TaMCY03HH). Te3n HExeNnaHU peakuMd Moxe 1a
NepCHCTUpAT CNel NPeycTaHOBABaHe HA neyeHHeTo. Ponata Ha ayractepya No 0THOLIEHHUE Ha TOBA
NepCHCTUPAHE HE € UIACHEHA.

’ Bknroupa HamanssaHe Ha obeMa Ha cnepmara.

APYru JaHHH
[IpoyuBaneTo REDUCE nokaipa no-sucoka vyectora Ha Gleason 8 - |0 kapunHoMK Ha npocrartara

[py MbXKETE, IEKYBAHH ¢ AyTacTepull B CpasHeHHe ¢ mnauedo (Bxk. Touki 4.4 v 5.1). He e yctaHogeHo
nany epekTbT HA AyTacTEpUa 32 HAMANABAHE 00eMa Ha NPOCTATATA WK CBBP3AaHU € NMPOYUBAHETO
dakTOpH ca NOBNKHANHN BbPXY pe3y/ITATUTE B TOBA NPOyUBaHeE.

CneaHoTo € AOKNaABaHO B KNMHHYHU NIPOYYBAHUA U NIOCTMAPKETHHIORA yroTpeba: KapUMHOM Ha
rbpaaTa npu Mbxke (BxkK. Touka 4.4).

[locTMapKeTHHIOBH JaHHH
Hexxenanure nexkapcTBeHH peakUMH OT MOCTMApPKETHHIOBOTO HAONKOAEHUE B LUENHA CBAT Ca
YCTAHOBEHH.

CHCTEMO-OpPraHeH KJaac YecT1oTa Hexenana peakuus
HapyuweHHa Ha UMYHHATA CUCTEMA C Heu3BecCTHa ANEepruuHu peakuum,
yecToTa BK/IFOYHUTENHO 00OpHUB, Chpbex,

yPTUKApUA, TOKAIHW3IHPaH OTOK
H aHCHOEdEM.

[TcxHaTpHUUHU HapyWEHUA C HenlBeCTHa Henpecus

YeCTOTa
HapyiwueHus Ha koxaTa Heuectn Anoneuns (3aryfa Ha
IOAKOYKHATA TbKaH OKOCMSABAHE, TNaBHg

TAIOTO), XMIIEPTY




Hapywenus Ha C Hen3leecTHA bonxa w noaysake Ha
Bb3NPOM3IBOAUTEITHATA CUCTEMA H 4yecToTa TeCTUCHUTE
rbpaarta

favcy103un

[1o BpeMe Ha NOCTMApKETHHIrOBOTO HabNoaeHHe ChoOWEeHH 33 CHHAPOMA HA HHTPAoNepaTHBHO
aToOHHUHHA upuc (IFIS), BapuaHT Ha cMHAPOMA HA TACHATA 3€HKUA, NPU ONEepaTUBHO JIEYEHHE HA
KaTapaKTa, Ce CBbp3BaT ¢ anda;-aapeHOPEUENTOPHUTE AHTAMOHUCTH, BKIIOUHTENRO TAMCYA03HH (BX.
Touka 4.4).

OcBeH TOBA, BbB BpbiKa C yrnoTpedaTa Ha TAMCYNO3HMH Ca A0KNAZBAHH NPEACHPAHO MBHKIEHE,
ADUTMHA, TAXHKAPAUA, TUCTHEA, EMUCTAKCHC, 3AMBIJIEHO 3PEHME, HAPYLLEHHE Ha 3PEHUETO, EPUTEMA
MyntHopme, eKcPosIHaTUBEH AEPMATHUT, HAPYLLIEHHE HA eAKYMalHATa, peTporpaaHa esKyiauus,
JUMCA HA eAKYIALMUA K CyX0Ta B ycTaTa. HecToTata Ha HEXKeNnaHUTe peakiMy H ponsTa Ha TaMCY/N03HH
33 TAXHOTO MPHYHHABAHE HE MOraT aa ObaAT ONPeAENIEHH ChC CUTYPHOCT.

CorobliasaHe Ha NOAQ3UPAHN HEXKENAHU PEaK UM

C1b061aBaHETO HA NMNOJ03HPAHN HEKENAHHK PEAKUKHK Clied pa3pellaraHe 3a ynotpeda Ha n1exapcTeeHus
NPOAYKT € BAXKHO. 10Ba No3B0JABa 1a NPOAB/HKH HAbMOAEHHETO Ha CHOTHOLIEHHETO NMO3a/PUCK 3a
NeKapcTBeHUA NpoayKT. OT MEAHUMHCKHTE CNEUNANTUCTH C€ H3NUCKBA 12 ¢HODLLABAT BCAKA

OJ03HpaHa HeXenaHa peakuns upes Manbanurenta aresuna no nexapcereara ya. Jiamau ['pyes”™
Ne 8, 1303 Codusa, Ten.: +35 928903417, yebcait: www.bda.bg.

4.9 [lpenosupane

Hsama Hanu4YHH JaHHH 33 Npeao3upaHe ¢ AyTacTepua-tamcynolud. [lpeacrasenara no-gony
HH(OpMaLIMA OTpa3ABa Ha/HYHATA HHGOPMALMS 32 OTAENHUTE CBCTABKH.

AyracTepna

[Ipy u3nuTBaHHA NpH 10OPOBONUM Ca NMpHAAraHu eAHOKPaTHHY AHEBHH 103K AyTacTepul 10 40 mg
AHeBHO (80 NbTH TepaneBTHYHATA 103a) B NPOABLIKEHHE Ha 7 AKK Oe3 3HauHMU NpobNeMH, CBbp3aHU
¢ OezonacHoOCTTA. an KIAHHHHHHTC H3NHTBAHHWA Hd YYACTHHLHHTE Ca NMpHTaradHH A103H OT 5 mg AHCBHO
3a 6 Meceua oe3 AONBIHUTCIHHU HEXCIIAHH pEAKUHK CIIPpAMO HabmoOaaBaHUTE MpH TEPANEBTHYHH B03H
ot 0,5 mg. Hama crieunuyer auTuaoT Ha AyTacTepUa, NOPaaun TOBa NpH NOAO3PEHHE 32
npeaoivpaHce mﬂﬁﬂﬂ Aa C€ HA3HAYH Moaxoadamo CHMIITOMATHYHO H NOAOLPKAILO NEHUCHNUC

Tamcynoiun

C100l1i1aBaHO € 0CTPO Npeao3npaHe ¢ 5 mg TaMcy03MHOB XHApoxaopua. Habnroaasad XUNOToHHS
(CHMCTONUYHO KpBbBHO HaNsirade 70 mm Hg), noBpblIaHE W AHAPHSA, W €A JIEKY BAHK C BJIMBAHE HA
TEMHOCTH KATO fTAUMEHTHT € U3Nucan owe cbluda aed. [Ipy cnyuanTe Ha ocTpa XUNOTOHMA Clel
npeto3vpaHe TpaOBa Aa ce OCUrYpPH CbPIAEYHO-CbA0BA NOAAPBKKA Ha naureHTa. KpbeBHOTO HanArase
MOXKE 1A C€ Bb3CTAHOBH H CbPACYHHAT PUTHM 13 C€ HOPMAJTHIHPpA C NOCTARsAHE HA NalMeHTa B
NErHano NoJIoKeHUe. AKO TOBA HE NOMOIHEe, MOraT Ja ¢ce U3non3ear 00eMo3aMeCcTUTENN U NPH
HeobxonuMocT BazonpecopH. Tpadsa na ce npocnenssa ObOpeuHaTa GpyHKUMA K Oa ¢ npujara cowo
NOAABPXKALLC JieueHHe. Manko BepodATHO € AManM3aTa 4a NOMOTHE, ThH KaTo TaMCyJ/I03HH € CBbp3aH
BbB BUCOKA CTEMNEH C MNAAIMEHHTE HPOTEUHH.

3a 3a0aBsiHe Ha pe3opOUMATa MOraT Ja ce B3eMaT MEPKH KaTo NpedH3BHKBAaHE Ha noBpsluaHe. [lpu

NPHEM Ha rojieMH KONHMYECTRA JEKapCTBO MOXE /12 Ce HAaMpaBK CTOMALIHA MPOMHBKA U 1A ce
MPHAOKAT AKTHBEH BLIIEH U OCMOTHYEH JTAKCATHB KaTO HATPHEB cyndar.

d. ®APMAKOJIOITH4YHU CBOUCTBA
5.1 @apMakKoAHHAMHYHH CBOHCTBA

(dapmMakoTepaneBTHYHA rpyna: Y poNOrH4HHU N1€KapcTBa, aHTArOHUCTH Ha anda-anp
ATC kon: GO4CAS2.




JyTacTepHA-TaMCYJIO3HH € KOMDHHAUUA OT ABRE JIE€KapCTBa: AyTacTepul, ABOEH UHXHOUTOp HA 5-andga
peaykrta3zata (5 APH) u TaMCy103MHOB XHAPOXAOPHI, AHTAarOHKCT Ha anga,.- ¥ anda -
anpeHopeuenTopH. Tein feKkapcTBa HMAT OOMbABALLK CE MEXAHHIMH HA AENCTBHE, KOUTO OBp30
0100pABaT CHMNTOMUTE, NOTOKA HA YPHUHATA U HAMATABAT PHCKA OT OCTPA 3aAPbXKKA HA YPHHATA
(O3VY) v HeoOxoOUMOCTTa OT onepaTHBHA Hameca 3a JI11X.

Jlytactepna HHxHOMpa KakTO THN |, Taka 1 TMN 2 M30€H3MMHUTE HA 5 anda-peaykKrazara, KOUTO
OTrOBAapAT 3a NPEBPBLIAHETO Ha TecTOoCTEpOHA B AuxuaportectoctepoH (JIXT). AXT e ocHoBHUAT
aHAPOreH, OTrOBOPEH 3a HApacTBAHETO Ha npocrata » pa3sutueto Ha X, TamcynosuH uuxnbupa
anda;, 1 aida g AAPEHEPrUMHUTE PpEUENTOPH B MMAAKUTE MYCKY/IH Ha NpOCTaTHATA CTPOMA U B
LIHIKATA HA TIMKOUHUA MeXyp. [lpubauznrtendo 75% ot anda,-peuentopure B NpoCcTaTaTa €a ot
cyOTHN anda,.

[{punoxkeHne Ha AYTACTEPUA 3a€AHO C TaMCYAO3HH

[fpeacTaseHHTE MNO-A0AY AaHHHU OTpa3ABaT HANMYHATa HHPOpPMaU KA 3a NedeHHe ¢ MpUlaraHe Ha
AYTACTEPHA 3a€AHO C TAMCYTO3HH.

Hytactepua 0,5 mg/adeBHo (n = | 623), tTamcynosud 0,4 mg/anerHo (n = 1 61 1) nau xomMOuHauus ot
ayTtactepua 0,5 mg nmoc tamcynosud 0,4 mg (n =1 610) ca oueHeHH NpH MBIKE C YMEPEHO TEXKKA [10
Tekka cuMmnroMatrka Ha J{I1X ¢ obem Ha npocTtatata > 30 ml v crofinHocT Ha PSA B rpaduuuTe oT
1,5 -~ 10 ng/mL B 4-roaHiuHO MHOrO-UEHTPOBO, MYJITHHALRMOHAIIHO, PAHAOMH3IUPAHO, IBOHHO-CANO,
W3NMUTBaHe B napanendu rpynu. Ilpubénusutendo 53% o1 yuacTHHUMTE ca OUIM IEKYBAHH B MUHATOTO
c HHXHOUTOp Ha 5-anda peaykTtazata HIU anga,-aapeHopelenTOpEH aHTaroHUCT. IIbpeHYHaTa
KpaitHa TOYKa 3a e(pUKACHOCT Npe3 NbPBUTE 2 rOAUHH OT JICYEHHETO € Buna npoMsHa B cbopa 1o
[nternational Prostate Symptom Score (IPSS) - MexayHaponer BonpocHuk 3a llpoctatHaTa
CuMnTomaTHka, 8-ToukoBa cHcTema, ocHoBapaua ce Ha AUA-SI ¢ nonsnHuTeneH sbunpoc 3a
KaueCTBOTO HA KHBOT. BTOPHUYHUTE KpalHK TOYKH 33 €PUKACHOCT Npe3 2-TE MOAMHU Ca BKIIOUBANH
CKOPOCT Ha BbPXOBHA YpHHeH noTok (Qmax) v obema Ha npocTtatata. KombnHauuara € nocTUrHana
3HauuMocT 3a IPSS ot Meceu 3 B cpaBHeHue ¢ ayractepua W oT Mecel 9 B CpaBHEHHE C TAMCYJIO3HH.
3a Qmax xoMOMHauuATa € NOCTUIHANA 3BAYUMOCT 0T Meceu 6 B CpaBHEHHE € AYTACTEPHA U
TaMCYJTO3UH,

KoMGUHHpaHeTO HA AyTACTEPHA H TAMCYJIO3HH OCHTYpABA NO-TOMAMO NoAOOpeHHe HA CHMNTTOMMTE B
CPaBHEHHUE ¢ BCAKA OT ChCTABKHUTE, PHNOXKEHA caMocToaTenHo. Cren 2 roauHHU fieueHue
koMOWHUpaHaTa Tepanua € NoKa3ana CTAaTUCTUUECKO 3HAYUMO CPENHO NOAODPEHHE HA PEIYJITATUTE OT
cOOpoBETE HA CHMIITOMHTE CNPAMO H3X0OJHATA CTOHHOCT ¢ -6,2 eAMBHLH.

Kopuruparoto cpeaso nogodperue Ha CKOPOCTTA HA YPHHHHA NOTOK OT M3XOOHHUTE CTOHHOCTH €

2.4 ml/cexyHna 3a eaHOBpeMeHHaTa Tepanud, 1,9 ml/cexynna 3a nyracrepua 1 0.9 ml/cexynaa 3a
Tamcyno3uH. Kopurupanoto cpeado noaodpeHue Ha BPH Impact Index (BII) ot u3xogHuTe
cToiHOCTH € -2,]1 eaMHHLM 32 eqHOBpEMEHHATa Tepanusd, -1,7 3a ayTactepua 1 -1,5 3a TaMCYJIO3HH.
Te3u nogoObpeHKa B CKOPOCTTA HA YPUHHUA NMOTOK M Bll ca craTucTHYECKH 3HAYKMMH 32
KOMOWHHpaHaTa Tepanus B CpaBHEHHE C MOHOTEPANHA ¢ KOETO U 1a € OT ABETE NIEKapCTea.
HamManeuueTo Ha oOWnA npocrtated 00eM U 00ema Ha NpexoaHaTa 30Ha cnel 2 roaduHH IeYEeHHE €
CTAaTUCTHUHECKH 3HAYUMO 33 KOMOWHUpAHATA TEpanus B CPABHEHHE C MOHOTEPAITHSA C TAMCYJ/IO3HH.
[[bpBHUHATA KpafiHa TOYKA 33 €PUKACHOCT NPU 4 roAULIHO feyeHUe € O1MNa BpeMETO 10 NbpPBUA
crayuail Ha O3Y M xvpypruduHa Hameca, cewp3ana ¢ Al1X. Cnen 4 roanwHo neveHue,
KOMOMHUpaHaTa TEPANUA CTATUCTHUECKH 3HAYUMO HaMansaBa pucka oT O3Y unu xupypryuuHa Hameca,
cebp3aHa ¢ Al1X (65,8% Hamanenue Ha pucka p < 0,001 [95% C1 54,7% a0 74,1%]) B cpaBHeHKe ¢
MOHOTEpanus ¢ TaMcyJio3nH. Cnyyaute Ha O3Y unu xupypruyHa Hameca, cebp3ala ¢ 11X ao
["oouna 4 ca 6uau 4,2% npu komOGuHUpaHaTa Tepanusa v 11,9% 3a ramcynosunn (p<0,001). B
CpaBHEHHE C MOHUOTEPAINA ¢ AYTACTEPHO, KOMOKUHMpaHaTa Tepanusa Hamanasa pucka ot O3Y unu
XHpYPruyHa Hameca, csbp3aHa ¢ J11X ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%)]). CnyuauTe na
O3V uaun xupyprudHa HaMeca, cBbp3aHa ¢ J]11X oo ['oanHa 4 ca 5,2% 3a aytacTepua.
BToprHuHHMTE KpaHHH TOUYKH 3a ePHUKACHOCT cnea 4 roAuLIHO JIEYCHHE Ca BIUTKOYBAMU BpEME
KNTHHHYHA nporpecua (aeprHHpaHa KaTo cbBKYNMHOCT OT: IPSS Bnowasane ¢ >4 Touku, ¢
O3V, cebp3ado ¢ AlIX, HHKOHTHHERUKA, MHpeKuns Ha NUKOYHUTE NbuTHA (UTTIT) n 6
HeJ0CTaTLYHOCT), MpoMsHa B Intemational Prostate Symptom Score (IPSS), ckopocT H
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ypHHeH notok (Qmax) U 00em Ha npoctataTta. IPSS e 8-Toukosa cuctema, ocvosasawa ce Ha AUA-S] ¢
AOMBIHUTENEH BLIPOC 3a KAYECTBOTO Ha KUBOT. Pezyntarure cnea 4-roQnMHO feUeHHe ca

MpeacTaBeHK no-a0ay:

MNapamernp MoMeHT BLB BpeMeTO Kombunauua [Ayracrepua|Tamcyno3nn

O3Y unun XupypruyHa UectoTa 8 Meceu 48 4.2 5.2 | 1.9a

HaMmeca, cebpiana ¢ JIIIX (%)

Knunuuna nporpecua™ (%) |Meceu 48 12.6 17.8b 21.5a

[PSS (eanHuLM) [M3x0onHA CTOHHOCT] [16.6] [16.4] [16.4]
Meceu 48 (npomsna ot -6.3 -5.3° -3.8°
U3IXOAHATA CTOHHOCT)

Qmax (Ml/s) [H3X0aHa CTOHHOCT] [10.9] [10.6] [10.7]
Meceu 48 (npoMsHa or 2.4 2.0 0.7
H3XO0AHATa CTOHHOCT)

(Obem Ha npocTatara (ml) [M3x0aHA CTOHHOCT] [54.7] [54.6] [55.8]
Meceu 48 (% npomsHa ot -27.3 -28.0 +4.6°
M3X0OHATa CTOHHOCT)

(OGem Ha npexoaHata 30Ha  |[M3x0aHA CTOHHOCT] [27.7] [30.3] [30.5]

Ha npoctarara (ml)° Meceu 48 (%o npoMsHa oOT -17.9 -26.5 18.2°
HU3XOAHATA CTOHHOCT)

HUunekc na BausaHue Ha I1X |[M3xoaHa CTOHHOCT] (5.3] [5.3] [5.3]

(BID) (eanuuum) Meceu 48 (npoMsHa oT 2.2 -1.8° -1.2°
M3IXOAHATA CTORHOCT)

[PSS Bwrnpoc 8 (3apaeeH [M3x0oAHa CTOHHOCT] [3.6] [3.6] [3.6]

cratyc Bbp3aH ¢ JAI1X) Meceu 48 (npomsiHa oT -1.5 -1.3° -1.12

(eAMHUUH) H3XOAHATA CTOHHOCT)

N3x0aHHUTE CTORHOCTH ca cpeaHH CTOHHOCTHU U MPOMEHH OT W3XOAHUTE Ca KOPUTHPAHK CPEdHH
MPOMEHH.

" KnuHuuKaTta nporpecus € AeQUHUpaHa KaTo CbBKYNHOCT OT: IPSS Bnowanane ¢ > 4 ToukH,
chayuau Ha O3V, cebpiano ¢ Q11 X, uukouTuHeRuHA, U1 1 0bOpeyvHa HeaocTaTBHHOCT.

# HMamepen Ha n3dpanu mecta (13 % oT paHAOMU3IMPAHUTE NAUUEHTH).
? KomOunauusTa e nocturaana 3Ha4yumoct (p < 0,001) cnpamMo tamcyno3sus npes Meceu 48.
b KombuHaunaTa e nocturnana 3HauuMoct (p < 0,001) cnpaMo ayractepua npez Meceu 48.

B Tpu ABYroguLHKH MHOTO-UEHTPOBH, MHOOHALWOHAIHW, KOHTPOMUpPaHU ¢ ntnauedo ABoHHO-cneny
KAHWHWYHHA H3NHTBAHHUA 32 OUEHKA Ha €PUKACHOCTTA ca CpaBHABAHHW ayTacTtepua 0,5 mg QIHEBHO WK
nnauedbo npu 4 325 Mbke ¢ yMEpPEeHO TeXKKa 40 TexKa cumnTtomaTika Ha JIT1X, c obeM Ha npoctataTa
> 30 ml 1 ctoithocT Ha PSA B auanaszona 1,5 — 10 ng/ml. Bnocneacreue Te€3n U3NATBAHKUA €A
NPOABLIKHUIN C OTBOPEHO NMPOABDHKEHHE 20 4 TrOANHY NPH BCHYKH NAUHEHTH, KONTO Ca OCTAHA/H B
NpOYYBAHETO WU Ca MpUeManu chluara Ao3a ayracrepun 0,5 mg. B npoyusaHneto 3a 4 roaunHu ca
ocTtaHanu 37% OT DbLpPBOHAYANHO PaHAOMUIHpPaHUTE Ha riaueto nauueHTH H 40% OT NALUMEHTHTE,
paHOOMH3KMpaHH Ha aytactepud. [lo-ronsama vact {71%) o1 2 340 yyacTHUUH B OTBOPEHOTO
NPOAL/HKERUE €A 3aBbPLININ ABETE AONB/IAHHUTENHW FTOAHHU Ha OTBOPEHO NIEYEHHE.

Hai-Ba)xHHUTE NapaMeTpH 3a KAHHUYHa ePHKACHOCT ca Ounu CHMNTOMATHUYEH HHICKC Ha
AMepHkaHckara yponorduHa acourdauns (American Urological Association Symptom Index, AUA-
SI), 8sbpX0oBUA yPHHEH NOTOK {Qmac) K YECTOTATA HA OCTPO 3a0bpPXaHe HA YPUHA U XUPYPrHyecKka
Hameca.

AUA-SI npeacraensga 7-Toykos BbNpocHHK 3a AI1X-cBbp3aHaTa CUMNTOMATHKA € Ma 7
35. Cpeanuar vaxouaeH coop e 6un npudbnusutendo 17. Cnen 6 meceua, eHa 1 aBe rof
neyeHHe NaUUeHTUTE B rpynaTa Ha nnauebo ca UManu cpeaHo noaodpeHnE CbC CHOTE
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2.3 TOYKK, JOKATO B MPpyNaTa Ha AyTacTepua noaobpeHHeTo e Ouno cboTseTHO ¢ 3.2; 3.8 1 4,5 ToukH.
Painukute Mexay rpynure ca ctatHcTudeck 3HaduMu. [Monobpenuero no AUA-SI, nabnosasano
npe3 NbPBUTE ABE FOOHHH OT ABOHHO-CIAMO NeYEHHE, € MPOABIKHIC H N0 BPEME HA ABETE
JOMbAHUTENHH FOAHHK HA OTBOPEHOTO YAB/KABAHE HA NPOYUYBAHHATA.

Onax (MUKCUMATEN YPUHEH OCOUM)

CpeaHuat uixoaeH Qmax B M3NHTBARUATA € Oun npubauzutendo 10 ml/s (HopManeH Qua > 15 ml/s).
Cnea eaHa M ABE rOAHHH JIEYEHHE CKOpOCTTa Ha MAKCUMAITHHA YpuHeH AebuT B rpynata Ha nnauedo e
6una noaobpena cvorBeTHO ¢ 0.8 1 0,9 ml/s, a B rpynara Ha gyracrepua- csotBeTHO ¢ 1,7 1 2,0 ml/s.
Pa3inukarta Mexay rpynurte € 6una cratucTuyeckd sHayuma ot Meceu | ao Meceu 24. Ilosuwaganero
Ha CKOPOCTTA HA MAKCHMA/THHA YPUHEH 2ebuT, HabnonaraHo npes MbpBUTE 2 roAUHU HA ABOHHO-
CIANOTO ieYeHHE € NPOIb/DKKIC K Npe3 ABeTe AOMb/HHTENHH TOAHHH HA OTBOPEHO NpOCeasBaHE.

Ocmpo 3a0bpXCane HA YPUHA U XUPYPIUYECKA HAWECd

Cnen ABYrooMLLHO NeueHue yecToTaTa Ha cayuaute ¢ O3Y e 4,2% B rpynara Ha nnauebdo cnpamo

| .8% B rpynara Ha aytactepun (57 % HaManeHHue Ha pucka). Ta3u pa3fnuka € CTATHCTUYECKH 3HAYHME
W 03Ha4aRa, ue 3a 1a ce ui3berde eguH cayyai Ha O3Y TpadBa na ce nekysar 42 nauueHTH (95% C1
30-73) B npoaAbIXKEHHME HA ABE TOAHHH.

YectoTata Ha cBBp3anarta ¢ JIIIX xupypruuHa Hameca cnea ase roauHm € o6una 4,1% B rpynara Ha
nnauebo u 2,2% B rpynata Ha aytactepua (48% Hamanenune Ha pucka). Tasm painuka e
CTATHCTHUYECKH 3HAUMMa M O3HA4YaBa, ue 33 fa ce Hi0erHe eauH cny4yal Ha XupypruuHa HaMeca Tpsdsa
na ce nexkysat S1 naumenty (95% C1 33 - 109) B npoabmxenue Ha ABE NOAHHH.

Paznpedenenue na okocuaganemo

EdexkThT Ha AyTacTepHa BLPXY pa3npeaeneHHETO HA OKOCMABAHETO HE € o rLKanHO NpOYyuBaH no
peme Ha ¢a3za lll nporpamara, 06aue nuxubuTopuTe Ka S-anda-peaykrasara MoraT 4a HamManAT
3ary0aTa Ha Koca W 1a HHAYLMpPAT pacTexa i NpU NMua ¢ MBXKKHA TUI 3aryba Ha Koca (MbiKka
AHAPOreHHa anoneuus).

Tupouona hyuxyus

Tuponanata @yHKLHA € OUEHEHA B €0HOMOAKILIHO NpOYyYBaHe NpH 31paBd MBxe. HuBarta Ha
CBODOAHHUA TUPOKCHH ca CTADUIHW N0 BpEME HA IEYEHUETO ¢ QyTacTepHa, HO HMBaTa Ha TSH ca neko
nosuweny (c 0,4 MCIU/ml) 8 cpasHenue c nnauebo B kpaa Ha eAHOrOANLIHOTO NledeHune. THH kaTo
TSH Husata ca papuabunnu, cpearute TSH cToliHocTn (1,4- 1,9 MCIU/m) octasar B pepepeHTHH
rpaHuuH (0,5 - 5/6 MCIU/ml), nueata Ha cBOOOAHHA THPOKCHH ca CTaOWAHH B pepepeHTHU FPaHHLUH
W ca Nogo0HU 3a nnauebo M neyeHueTo ¢ ayractepua, npoMendre npH TSH He ce cuuTar 3a
KJIHHH4YBO 3HaYUMH. Hama noka3atencTea oT BCHUKH KIHHHYHHU NPOYYBAHUA, 4€ AyTacTePHA
MOBAUABA HEMATUBHO THPOWAHATA PYHKLMUA.

Hosoobpaszysanus Ha Maeunama i#:.1e€3da

B AByrogMWwHW KMTHHUYHK W3INMUTBAHUA, OCUTYpABALUM 3 374 NaUHEHTO-TOAUHH €KCMO3IULUHA KbM
AYTACTEPHI H MO BpeMe Ha PErucTpauMaTa B ABYrOAHLIHOTO OTBOPEHO NPOIbIDKEHHE, €A AOKIAABAHH
2 Clly4asA Ha KAPLUHHOM HA I'bpaata Npu Mbake NpH NaUUeHTHTE, NMEKYBAHHU C AYTaCcTEePU,

naueHT Ha nnauedo. B 4 ronvwHuTte npoyusaHua CombAT v REDUCE, ocurypsasawwm 17 489
rOAWHYA eKCNO3KUMA KbM aAyTacTepua H 5 027 nauMeHTo-roauHy €KCIO3IUUUA KbM KOMOUHAUKATA
AyTACTEPUA U TAMCYNO3UH, HAMA JOKNAABAHH CTY4YaH Ha KAPUHHOM Ha MpAaTta B JIEKYBAHUTE IPYTiU.
J1Be cayuail-KOHTPONHPAHH eNHAEeMHONIONHYHH NPOYyYBaHUA, eaHOTO nposeaeHo B CAlLLl (n=339
C/Iyvas Ha KApUHHOM Ha rbpaata U n=6 780 KoHTponu) u Apyro B 0azaTa JaHHH Ha 30PABEONA3BAHETO
Ha Beankobputanua (n=398 cnyyas Ha KapUMHOM Ha rbpaaTta d n=3 930 KOHTPOAH), HE NOKa3BaT
yBEeIMYaBaHE HAa PUCKA OT Pa3BHTHE Ha KAPLUMHOM Ha IbpJaTa PU MbiKe, CBBP3aH ¢ ynoTtpedarTa Ha
ARIs (Bx. Touka 4.4). Pe3ynTatuTe OT NBPBOTO MPOYYBAHE HE YCTAHOBABAT NOJSMKUTEHA BPB3KA 34
KaApUMHOM Ha I'bpAaTa npu Mbxe {peiaTUBEH PUCK NpH yrotpeda > | roanHa npeau
AHArHOCTHLUHPAHETO HA KAPLUMHOM Ha rbpaaTa B cpaBHeHHe ¢ ynoTpeda < | roauuna: 0,70: 95% Cl
0,34 - 1,45). Ilpu BTOpOTO NpOYyuBaKHe, MPUOIN3IUTENHOTO CHOTHOLLIEHHE HA LIAHCOBETE 32  SsPIHOM

Ha repaara, CBbp3aH ¢ ynorpebarta Ha 5 ARIs B cpaBHeHHe ¢ nuncarta Ha ynotpeda e 1,05 -
0,62 - 1.87).
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[IpuuHHHO-CNEACTBEHA BPB3KA MEXAY HECTOTaTa HA KAPUHHOMA HA rbpaaTa [P MbXe U
MPOABIKUTENHATA yoTpeda Ha AyTacTepua He € YCTaHOBEHA.

fTosrussare Ha wvdckus hepmuiument

EdexTHTe Ha nyTacTepui, npuiaarad B go3a 0,5 mg/aHeBHo, BbpXY XapaKTepUCTHKHTE Ha criepMarta ca
OlLEeHABAHK NPH 3apaBd B00POBONLM HA BB3PACT Mexkay 18 v 52 ronnun (n=27 Ha nytactepua; n=23
Ha naauedo) B NpoabKeHde Ha 52 ceAMUUM ¥ 24 ceAMU UM AOMBIHHTENHO NPOCIIEAIBAHE Clen
nedyenueto. Ha 52-ta ceaMuua € HaDROAaBAHO CPEOHO NPOUSHTHO HAMAMABAHE CHPAMO H3XOJAHHTE Ha
oOwya 6poi cnepmarto3onan, odeMa Ha criepMaTa H Ha NMOABHXKHOCTTA HA CIEPMATO30HANTE
CbOTBETHO 23%, 26% v 18% B rpynara, npuemalua ayracrepua, chell KOpHrapaHe crpamo
OTKJIOHEHHATA OT U3XOAHHTE CTONHOCTH NpH rpynara, npremaila miauedo. KoHueHTpauuaTa u
MOp(onOruATa Ha criepMarta He ca nosAuaHu. Cnen 24-te ceAMUUH Ha NPOCIEAABaHETO, CpeaHaTa
MPOLEHTHA NPOMAHA B 00wwMsA OpOoH Ha CiepMaTo3OUINTE NPH rpynara, npueMana ayTacTepH/,
octasa ¢ 23% no-HucKa oT WixoaHarta. JJoxaTo CpeaHHUTE CTOHHOCTY Ha BCUMKH NapaMeTpu npes
LUS510TO BpeMe OCTaBaT B pe)epeHTHH TPAHHLUH H HE JOCTHIaT NPEABAPHUTENHO ONPEAENEHKTE
KPUTEPHH 3a KNHHUYHO 3Ha4Yuma rpoMsaHa (30%), npu aBaMa OT MBKETE, IPUEMATIH AYTACTEPUL,
OpOAT HA COEPMATO30HINTE € HaMmanan noseve ot 90%, B cpaBHeHHe C U3IXOAHUA Ha 52-Ta ceaMHLa U
YaCTHYHO CE€ € Bb3CTaHOBHN HA 24-Ta ceaAMHUA OT AepHoaa Ha npociaeasBaHe. BniMoxyoctTa 3a
HaMaJIABAHE Ha MBXKKHS QEPTUIHTET HEe MOXKE Aa ObAe H3KMOUYEHa.

Copoeyno-co008U HEHNCEAHU PEaK iU

B eano 4-roaviHo npoyueade npu 11X ¢ gayractepua B koMmbuBauua ¢ Tamcynosvk npu 4 844 mbxke
(npoyuBaHeTo CombAT) yectoTata Ha KOMOKHHPAHHA TEPMHH ChPASHHA HEAOCTATHYHOCT B rpynara,
npuemMatua komounauuata (14/1 610; 0,9%) e 6una no-BHCOKaE, OTKOMAKOTO B KOATO M 13 € OT TPynuTe
Ha MOHOoTepanua: aytacrepun, (4/1 623; 0,2%) u Tamcyno3un, (10/1 611; 0,6%).

B otaenHo 4-roavwiHo nipoyusade npu 8 231 Mbxke Ha Bb3pacT ot 50 10 75 ¢ npeawectraila
HeraTHBHa GUONCHS 33 KapUIMHOM Ha MpOCTaTaTa M H3IXOAHK CTOHHOCTH Ha PSA mexay 2,5 ng/ml u
10,0 ng/ml npu mbxete Ha Bp3pacT o1 S0 no 60 roausu, unu 3 ng/ml n 10,0 ng/ml npu MbxeTe Ha
Bb3pacT Hana 60 roauuu (npoyusaHeto REDUCE), yuectorara Ha KOMOHHMpaHUA TEPMUH CbpieuHa
He10CTATLYHOCT € NO- BUCOKA NMPH YYaCTHUUHTE, npHeMawn ayractepua 0.5 mg BeAHBXK THEBHO
(30/4 105; 0,7%), OTKONKOTO NPH YYACTHHLKMTE, NpUemaluy nnauedo (16/4 126; 0,4%).Post-hoc
aHATK3 HA TOBA NPOY4YBaHE [MOKa3Ba NO-BUCOKA YECTOTA HA KOMOHHUPAHHA TEPMHH ChpAeUYHa
HEZOCTATHYHOCT NMPH YYACTHULHUTE, MPHUEMALLU € THOBPEMEHHO AyTacTepUa H anda, -
agpeHopeuentToper aHTaroHucT (12/1 152; 1,0%), B cpaBHeHHE ¢ YYACTHHUMTE, NPHEMALLH
ayracrepua 6e3 anda,-aapeHopeuentoper aHTaronuct (18/2 953; 0,6%) nnauebo u andga;-
agpeHopeuenTopeH aHtaronucet (1/]1 399; < 0,1%), unu nnauedo 6e3 anda -anpeHopeUenTOpeH
anraroHuct {15/2 727, 0,6%).

B eauH metaaHanus ot 12 paHaoMKH3IKMpaHH, NJauedo- KN KOMNAPATOP-KOHTPOJIMPAHH KITHHHYHH
npoyuBaHua (n=18 802), oueHARaM pUCKOBETE OT NOABA HA CHPACHHO-CHIOBH HEXKENAHH peaKuuH
npu ynotpebara Ha gytacTepui (4pe3 CPABHEHHUE C KOHTPO/IH), HE €A YCTAHOBERH NOCACA0BATE/IHH
CTAaTUCTHYECKH 3HAYHMMH NOKAYBaAHUA HA PUCKA OT cbpaeuHa HeaoctaTbuHOCT (RR 1,05; 95% C10,71;
1.57), octop muokapaeH uudapxT (RR 1.00; 95% CI 0,77;1.,30) vau uncyat (RR 1,20; 95% C1 0,88 -
|.64).

Kapyunos na npocmamama u 6UCOKOCMENEHHU MYMOPU
B eaHo 4-roavwHo cpaBHeHWe Ha nnauebo v gytactepua npu 8 231 mbxke Ha Bb3pacT oT 50 0o 75 ¢
MpeaLecTBalla HeraTHBHa OHONCKUA 34 KAPLUKHOM Ha NPOCTaTaTa U H3X0AHW CTOHHOCTH Ha PSA
Mexay 2.5 ng/ml u 10,0 ng/ml npu Muxete Ha Bb3pacT ot 50 g0 60 roaunu, unu 3 ng/mi un 10,0 ng/ml
Mpu MBAkeTe Ha Bb3pacT Haa 60 roauuu (npoyusadetro REDUCE), 6 706 yyacTHHUHN ca ¢ HANHYHH
NAaHHH OT TbHKO-UTJieHa OMoncHa Ha npocrarara (NpeauMHo OHONCHM 0 NPOTOKONA HA
NpoyyYBaHeTo) 32 aHaIM3 3a onpegenade Ha Gleason cooposete. | 517 nuua ca AMaArHOCTHLIHPAHH C
KapuUMHOM Ha NpocTaTtarta B NpOYYBAHETO. bOMIWUXHCTBOTO OT YCTAHOBEHHUTE Ype3 Ononcus
KapUHHOMH Ha MPOCTATATa B 1BETE TPETHPAHH IPYNH ¢a AHATHOCTHLHMPAHHU KAaTO HUCKOCTEN
(Gleason 5-6, 70%)
Y cradoBeHa e no-eucoka vectora Ha Gleason 8-10 kapuvHoOMM Ha npocTaTara npH rpyn
aytactepua (n=29, 0,9%), cpasHena ¢ rpynata Ha nnaueto (n=19, 0,6%) (p=0,13). Br
6ponat Ha nuuaTta ¢ Gleason 8-10 xkapuMHoOME € cxoAeH NMpH rpynara Ha AyTactepua (n=i
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rpynata Ha nnauebo (n=18, 0.5%). B ronuuu 3-4, noseuve Gleason 8-10 xapuuHoMH ca
AUArHOCTULMpPAaHK B rpynarta Ha ayractepua (n=12, 0,5%]) B cpasHeHue ¢ mnauebdo rpynara

(n=1, <0,1%) (p=0.0035). HeMa HanuuHH naKHK 32 ePeKTa HA AYTACTEPHUL 3a noBeYe OT 4 roAKUHM Mpu
MBXKE C PMCK OT KapUWHOM Ha fipocTarata. [lpoueHTsT Ha yyacTHUUMTE AnardocTiudpany ¢ Gleason
8-10 xapurHOMH ce 3ana3Ba B TEUEHHE HA NEPHOAUTE OT BpeMe B npoyusaHeto (I'oanuu 1-2 u
["'onunu 3-4) B rpynata Ha aytactepua (0,5% BbE BCEKH NEPHO/ OT BpeMe), 10KATO npH miauedo
rpynaTta MpoUeHThT HAa YYACTHHUUKTE auarHocTHUWpaHy ¢ Gleason §-10 kapunHoMu e no-HUCBK Npes
[loauuu 3-4, otkonkoto npes ['oaguuu 1-2 (<0,1% cpeury 0,5%, cboTBeTHO) (BXK. TOuKa 4.4). Hama
pa3jdka B dectorara Ha Gleason 7-10 kapuuHomure (p=0,81).

B nonwaHuTenHoto 2-roauiuHO Mpocheansawio npoyusate Ha vuinutealeTo REDUCE He ca
yCTaHOBEHHU HOBH ciydau Ha Gleason 8-10 kapunHomK Ha npocTarTara.

B eqHo 4-roavmno npoyusane npu X (CombAT), kbaeto HAMA 3aAbJIKUTENHH CIIOPEA POTOKONA
OHOMCHH H BCHYKH NHATHO3H HA KapUMHOMA Ha MpocTaTtaTa ca Oazupadu Ha OHONCUK H3IBBH
npoTokona (NpH Haavyye Ha KTMHHYHW UHAMKaUKH 3a Guoncus), npoueHture Ha Gleason 8-10
kapunHoMm ca (n=8, 0,5%) 3a nytactepun, (n=l1, 0,7%) 3a Tamcynosun u (n=3, 0,3%) 3a
KOMOMHHpaHaTa Tepanus.

YeTupH pazMuHH eNUAEMHONOTHYHH, MIONYJIALUUOHHO-0a3UpaHH NpoyYBaHua (1B€ 0T KOUTO
Ga3upady Ha oOwa nonyaauus ot 174 895, eano na nonynauus or 13 892 u enro na nonynauus or
38 058) noka3sear, ye ynotpedara Ha S-anda penykrazid MHXMONTOPH HE € CBbP3aHa C MOJBATA HA
BUCOKOCTENEHHHN KAPLUKHOMH HA NPOCTATATa, HUTO CbC CMBPTHOCT OT KAPUHHOM Ha MPOCTATATa WK
obuarta CMBPTHOCT.

Bpb3kata Mexny AyTracTepua U BUCOKOCTENCHEH KapUHHOM Ha NPOCTATAaTa HE € ACHA.

Echexmu 8bpxy cexcyarnama QyHkiua.

EdbexTHTe Ha yTaCTEpPHI BLPXY CEKCYATHATa (PYHKLHS Ca OUEHEHH B ABOMHO-CNANO,
nnauedo-KOHTPOMUPAHO UINUTBAHE NMPU CeKCYANHO akTUBHHU MbxXe ¢ JI1X (n=243 nytacrepua-
TaMcyno3ud, n=246 nnauebo). Craructruecku 3Hauumo (p<0,001) no-ronsamo HamanapaHe
(BNowaBaHe) B CKOpa M 3IpaBeH BLIPOCHUK 33 MbKe ce Habmoaaea Ha | 2-ua Meceu B
komMOMHUpaHaTa rpyna. HaMansasaHeTo € CBbp3aHO OCHOBHO C BNOLIABAHE HA eAKYaUHATA H
LAJIOCTHOTO YAOBAETBOPEHHE, OTKOIKOTO ¢ epekunaTa. Te3u edekTH He MOBNMABAT OLIEHKATA Ha
YYACTHHULIUTE KBM AYTACTEPHUI-TAMCYJIO3HH, KOATO € O1/1a CTATUCTHYECKH 3HAUYHMO N0-TONAMA 110
OTHOLUEHHE YAOBNETBOPEHOCT MO BpEME HA NPOObL/DKKHTETHOCTTA HA HINMHTBAHETO B CPABHEHHE C
maauedo (p<0,05). [Ipn ToBa H3INUTBAHE C€ NOABABAT HEXKEJIAHH PCAKLHH B ceKcyanHaTa GyHKUHS MO
BpeMe Ha | 2-mMeCceqHOTO neyeHue W NPUONUINTENHO NOOBHHATA OT TAX OT3BYYaBAaT B NPOAb/HKEHHE
Ha 6 Mecela Clnel NCHEHUeToO.

KoMbuHauMaTa JyTacTepHA-TAMCYN03UH B MOHOTEPANHATA C AYTAaCTEpPHA MOrat 2a Npean3BHKAT

HEXKEIaHH PeaKUHH B cekcyanHara QyHkuua (BHxkre Touka 4.8).
KakTo ce HaGmonasa v NMpH APYTH KIHHHYHK W3NHTBAHKWA, BKAtouuTenHo npu CombAT u REDUCE,

YeCTOTATa HA HEXENAHKUTE PEAKLMH N0 OTHOLWEHHNE HA CEKCYATHATA PYHKUKMA HAMANIABA C TeYEHHE Ha
BPEMETO MPH NPOABJDKUTENHRA TEpanus.

Tamcynosun: TaMcyno3HH NOBHIIABA CKOPOCTTA HAa BbPXOBUA YPHHEH NTOTOK. Hamansasa
0OCTPYKUMATA Ype3 OTIYCKAHE HA MAAKHUTE MYCKYTH Ha MPOCTaTa U YpEeTparTa, Kato noacopsaea
MHUKLHOHHHTE CUMNTOMH. CBHUIO TaKa, JIEKAPCTBOTO NOAOOPABA CUMNTOMUTE HA ChXPAaHEHHE, MPH
KOUTO BAXKHA POJIA HIpae HeCTAOMNHOCTTA HA NUKOYHHUA MeXYp. Te3n epekTh BbpXY CHMNTOMHUTE,
CRBbP3aHU C NPECTON HA YPUHATA U BbPXY MUKLHOHHUTE CUMNTOMHU CE NOAILPXKAT MO BPEME HA
NpoABLMKHUTENHA Tepanui. HeoOXoauMocCTTa 0T XUpYpPruvyHa HaMeca BIH KaTeTbpH3auund 3HAYUTEHO
ce oTnara.

Aﬂ[bﬂl'ﬂﬂpEHﬂpE[lEﬂTDpHHTE AHTAMOHUCTH MOXKE Ia NOHHUXKAT KPLRBHOTO HAJIATAHC UpC3 HaMa/1ABaHE
Ha HEpH[IJEpHﬂTH PE3HCTEHTHOCT. He e HaOnrogaBaHO KIIMHHYHO 3HAYUMO HAMANABAHE HA KDBBHOTO
HATAMAHE NO BPEMC HA H3MNMHTBAHHA C TAMCYJTO3HH.

5.2 QMapMaKOKHHETHYHH CBOHCTBA

JeMoHcTpHpaHa € OHOEKBHBATEHTHOCT MEXAY AYTacTEPHUA-TaMCYJI03HH K ChBMECTHO
Ha AYTACTEPHA H TAMCYMO3HH Kancyad NOOTAENHO.
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[TposeaeHo e npoyuBaHe 3a OHOEKBUBANEHTHOCT C €AHOKPATHA /1033 Ha rNajHo U Clied XpPaHeHe.
Habmwonoasano € 30% namanenue Ha Cpyy 3@ CbCTABKATA TAMCYJIO3HH OT Ay TaCTEPUI-TAMCYJIO3HUH
Cned XpaHeHe B CPABHEHUE CbC CTOMHOCTHUTE Ha rnagHo. XpaHaTta Hama edext Bppxy AUC Ha
TaMCYJIO3HH,

AlcopOouna

HyTacrepua

Cnen mepopaneH NpueM Ha €AHOKpaTHA a03a ayTtactepua (0,5 mg BpeMeTo A0 JOCTHTaHE Ha
MaKCHMa/IHH KOHUEHTpaLHH Ha AyTacTepua B cepyMa e | no 3 yaca. AGcosoTHaTa OHOHAIMMHOCT €
npudAn3uTenHo 60 %. bHOHANMYHOCTTA HA IYTACTEPUA HE C€ MOBAWABA OT MPUEMA Ha XpPaHa.

Tamcyno3ux

Tamcyno3uH ce pezopbupa oT ypeBHATA NTUraByMLUAa B UMa [MOYTH NbARA DHOHARNHYHOCT. CKOpOCTTa H
CTerneHTa Ha adcopOUMATA HA TaMCYJ103MH HamangaBaT 30 MUHYTH ciea xpaHeHe. EAHAKBOCT Ha
abcopbuMaTa MOXe [1a ce MOCTUIHE C NMPHUEM OT NMALMEHTA HA AYTAaCTEPHA-TAMCYJIO3HUH CNIEA €HO H
CHLLIO XpaHeHe 3a AeHd. TaMcyno3vH nokasBa MponopLHOHAIHA HA 103aTa NJ1a3MEHa EKCIMOIHLHA.
Cnen npvemM Ha €1HOKpaTHA 103a TAMCYJ/O3HH CJie[l XpaHeHe, MJa3MEHNUTE KOHLUECHTPAUMATa Ha
TAMCYJIO3NH CTaBaT BbPXOBH Clied OKono 6 yaca, U B pABHOBECHD CbCTOAHHE, KOETO ce JOCTHIa Ha 5-
W8 JI€H OT MHOTOKPATHOTO J03UpaHe, cpeaHaTa paBHOBECHA (o NPH MALMEHTUTE € OKOJIO ABE TPETH
MO-BHCOKA OT AOCTUIHATATA Ched €AHOKpaTHA 103a. Benpeku 4e Tosa € HahMmoJaBaHO IPH NauHEeHTH
B CTAPYECKa Bh3PacT, chlllaTa Haxoaka O ce ouakBana W MPH NMO-M1aAH MALHEHTH.

Painpegenenue

IyTtactepuna

Hyrtacrepua uma ronsM obem Ha paznpeaenenue (300 no 500 1) 1 Bucoka creneH Ha CBBP3IBAHE ¢
[1a3MenuTe npotenHdy (>99.5 %). Cnen npreM Ha HEeBHA [03a CEPYMHHUTE KOHUEHTPALIHY HA
ayTacTepua aocturat 65% oT paBHOBECHAaTa KOHUEHTpauus cnea | Mecew u npudnuiurento 90%
cnea 3 meceua.

PapHoBecHH cepyMHU koHueHTpauuu (C,) o npubnuzutendo 40 ng/ml ce gocrurar cnen 6 meceueH
npueM Ha 0.5 mg Benunxk nHeBHO. [IpeMyUHaBAHETO HA AYTACTEPHI OT CEPYMa B CiepMara € CpeHo
11,5%.

Tamcyno3uH
Tamcyno3uH e cBbp3ad B 99% ¢ nna3MeHUTe NpOTEHHHU NpH xopa. OdeMbT My Ha pa3npeaciieHue e

Manbk (okono 0,2 1/kg).

buorpanchopmanus

Hyractepua

HyTactepua ce meTaboaM3upa B ronaMa CTENEH in vivo. fn vitro oyTacTepun ce Metadonuinpa ot
uutoxpoMm P450 upes uioeH3suMu 3A4 U 3A5 10 TpH MOHOXHAPOKCHIUPAHH METADONHTH U |-
AUXHAPOKCHNHPAH MeTabOJIHT.

Cnen nepopaneH npHeM Ha aytacTtepua B Ao3a oT 0,5 mg AHEBHO A0 JOCTHraHETO HAa paBHOBECHA
koHueHTpauun ot |,0% no 15,4% (cpenno 5.4%) ot npuetarta 103a ce eKCKpETHpa BLB (eleca KaTo
HenpoMeHeH ayTacTepna. OCcTaHanaTa vyacT € €KCKpeTHpa BbB (eueca noa popMara Ha 4 OCHOBHU
MeTabonuTa, npeacraengeauy 39%, 21%, 7% u 7% cBBLp3aHun ¢ NEKapcTBOTO BellecTsa, U 6
BTOpPOCTENEHHH MeTabonuTa (BCeKkH npeacrasisgail no-manko ot 5%). B ypuHaTa npu yoBexa ce
YCTAHOBSABAT CAMO CAEAH OT KENPOMEHEH ayTtactepua (no-mManko o7 0,1% ot no3ara).

TamMcynosuH
He ce Habnmoaara eHaHTHOMETpHYHA OHOKOHBEPCHR OT TAMCYJI03KMHOB Xuapoxiiopua [R(-) niomep] B
S(+) u3omep npHu xopaTta. TaAMCYyNO3HHOB XHAPOXJIOpHA €€ METADOJM3HUpa B ronaMa CTenexs or
uToxpom P450 eHsumuTe B yepHHs apob v no-Manko ot 10% o1 go3ara ce eKCKkpeTupa Henpo




Ha YepHoapoOHKHA MeTabDONKHIBM MOXKE Aa N0BeAe A0 NMOBHLUEHA €KCMO3NLUHA HAa TAMCYJIO3HH (BXK.
ToukH 4.4 u 4.5).

MeTabondTHTE Ha TAMCYNO3IHHOB XHAPOXNOPHA C€ KOHIOTHPAT B r0NaMa CTENEH J0 MNHKYPOHAD WY
cyagar npea ObpOpedHaTa EKCKpeUHA.

EaumMHHHpaHe

Hdytacrepun

EauMuHUpaHeTo Ha IyTacTepua € A0303aBUCHMO U APOLECHT W3T€XK/1a C€ ONUCBA ¢ 2 YCMOpeaHH
NbTS HA ETUMHHHUPAHE — €AHHHAT HAaCHLLAEM B KIIHHWYHO PENEBAaHTHH KOKLUEHTPaUHH, a Apy(Quat
HEHACHLLAEM.

[Tpu HHCKU cepyMHH KOHUEHTpaUUuH (no-Manko ot 3 ng/ml) ayracTepna ce enuMHHHpa 0630, KAKTO
MO 3aBUCUM OT KOHUECHTPAUHATA N'bT HA €IMMHUHHPAHE, TAKa H 10 HE3ABUCHM OT KOHUECHTPAUUATA NbT
Ha eTMMHUHHpaHe. EAHOKpaTHHTE 403M OT 5 Mg WK NO-MANIKH NOKA3BaT OOEKTUBHH JaHHH 3a OBbp3
KITUPBLHC ¥ KPATKO BpeMe Ha NOJYKUBOT OT 3 A0 9 aHH.

B TepaneBTHYUHH KOHUEHTPALMH C/1eA MHOTOKpaTeH npHeM Ha 0.5 mg AHEBHO NO-0aBHUAT, IUHEEH
NbT HA SJIMMUHUPAHE € AOMHHUPAUL, 2 BPEMETO Ha NMONYKUBOT € NPUOAN3HTENHO 3-5 ceaMuun.

TaMcyl103HH

TaMCyno03UH Y HETOBUTE METAOOIKTH CE EKCKPETUPAT MIABHO € ypHHATA KaTo okosio 9% oT no3arae
noa ¢gopMarta Ha HENPOMEHEHO aKTUBHO BELLECTRBO.

Cnea WHTPABEHO3HO U MEPOPANTHO NPHNGKeHHEe HA PopMaTa ¢ He3abaBHO ocBODOMNAaBaAHE BPEMETO HA
NOMYKHBOT HA TAMCYNO3HH B MNa3MaTa € B paMKHTe Ha 5 fo 7 yaca. [lopaau creneH Ha pe3opOums
KOHTpO/IMpaHa GapMaKOKHHETHKE ¢ TAMCYN03MH KaNCyJIlH ¢ H3MEHeHO 0CBoO0K1aBaHe, ABHOTO BpeMe
Ha NMOMYXHBOT Ha TAMCY/TO3HH CcNied XpaHeHe e okoso 10 yaca u B paBHOBECHO CHCTOAHHE € OKono 13

Haca.

[TAUHEHTH B CTAPUECKA BB3pacT

JyTtactepun

PapMakOKHMHETHKATA HA AYTAacTEPH € OLUEHEHA Cllel NPUIOXKEHHE HA eAHOKPATHA A03a Ay TaCTEPHA
5 mg npu 36 30paBu MBKE Ha Bb3pacT Mexay 24 u 87 roaunn. He e HabnrogasaHo 3HaYUMO BIHAHHE
Ha Bb3pACTTa BbPXY EKCNO3MLUMATA HA AYTACTEPHA, HO NIPH MbKeTe 1oa 50-roavuiHa BB3pacT
BPEMETO HA NONYKHBOT € 6nno no-kpatko. [lpu cpaBHeRre MeXX 1y NauKeHTH Ha Bb3pacT 50-69
FOOMHNK ¢ NAUKWEHTH Hag 70-roaMIIHA BL3PACcT HE € YCTAHOBEHA CTATHCTHUECKA pa3finka Mexay
CTOHHOCTHTE Ha BPEMETO Ha MOMAYKHUBOT.

Tamcynosuu

KpbcTocaHo npoyusane 3a cpasHaBaHe Ha obuwara ekcnoszuumsa (AUC) Ha TaMCyno3HMHOR
XHAPOXJOPHI U Ha BPEMETO MY Ha MONYKHBOT NOKa3Ba, ye PapMaKOKHHETHYHATA AHCNO3HUHS HA
TAMCYJIO3KHOB XHAPOXJOPHI MOXKE /13 € YAL/HKEHA NMPH MBXKE B CTAPUECKA Bb3PACT, B CPABHEHHKE C
MNaAH, 34paBU Mbxe A00pOBOMUH. BBTPEWHUAT KITUPBHC € HE3aBUCHM OT CBBP3BAHETO Ha
TaMCYN03HHOB Xuapoxaopua ¢ AAG, HO HamManABa ¢ Bb3pacTTa. ToBa BOOM A0 NOBHIUIABAHE Ha
oduiata exkcrioznuua (AUC) ¢ 40% npu nuua Ha RB3pacT oT 55 0o 75 roauHy, B CpaBHEHHE € IMUATA
Ha BB3pacT oT 20 30 32 rognHm.

bnOpeuno yepexaaune

Hyracrepua

BnusHueTo Ha yBpeaeHaTa 0bOpeuHa GyHKUMA BbPXY (PapMAKOKHHETHKATA HA AYTAaCTEPUA He €
npoyyeHo. Bee nak, B HOBELIKATA yPHHA ce YCTAHOBABAT NMo-mManko oT 0,1% ot paBHOBEeCHHUTE
KOHUSHTpalLMK Ha 2033 AyTacTepua oT 0,5 mg, koeTo 03Ha4aBa, 4e He ¢e O4aKBa KIMHHYHO 3HAYUMO
MOBHILEHHE HA NIA3MEHHUTE KOHUEHTPALIMK HA ZYTACTEPHUA NP nauHeHTH ¢ ObOpedHOo yapekaaHe
(B2. TOuKa 4.2).

Tamcynosud
[Tpu 6 nrua ¢ neko no ymepeno (30 < CLy < 70 ml/min/1,73 m-) nau ymMepeHo 10 TEXKO
(10 < CLo< 30 ml/min/1,73 m~) yBpexaane Ha Op0peunata pyHkuma v 6 nuua 6e3 yape
(CLo>90 ml/min/1,73 m*) ca cpasHeHH papMaKOKHHETHYHHKTE MOKA3ATENH Ha TAMCYJIO
xugpoxnopul. Bonpekn, ye € HabnrogaraHa npoMsaHa B oduaTa nia3sMeHa KoBUeHTpau
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TAMCYJIO3HHOB XHAPOX/JIOPHA BCAEACTBHE HA NPOMAHA B CBbP3BAHETO ¢ AAG, KOHUEHTpaUMATA Ha
HeCBbLP3aHUA (AKTUBEH) TAMCYJIO3HHOB XHAPOXJIOPHA, KAKTO M BHTPELUHHA KIHPBHC, Ca OCTAHAIH
OTHOCHTENHO NMOCTOsAHHMK. [lopagn Tasu NpUYHHA, NpH NALKEHTHTE ¢ yBpexaaHe Ha ObOpeyHara
$yHKUKSE HE ce Haflara MPOMAHA Ha A03aTa TAMCYJIO3MHOB XHAPOXJIOpHA. Benpeky ToOBa, NALMEHTH C
yBpexIaHe Ha ObOpeunarta Qyuxums B tepmunanek craauit (CL,, <10 mimin/1,73 m-) se ca 6unu
[MpOYYBaHHU.

YepuoapobHO yBpexaaHe

Ilytacrepus

BnusauueTo Ha yBpeKAAHETO HA YyepHOApoOHATA QYHKUUA BbPXY GapMaKOKMHETHKATA HA OyTacTepusl
He € Npoy4eHo (BxkK. Touka 4.3). ToH Kato AyTacTepua cé EJIMMHHHUPA ITIABHO 10 META0OTUTEH NBT,
0YaKBa C€ MNaIMEHUTE HUBA HA AyTACTEpHI NIPK T€3H NALMUEHTH Aa ObaaTt [I0BHUIEHH, @ BPEMETO Ha

NONYKHBOT Aa Obae NO-AWIro (Bx. Touku 4.2 1 4.4).

TamMcyno3uu

M apMakOKHMHETHHHHUTE MMOKa3aTe/IM Ha TAMCYJAO3MHOB XMIAPOXIOPKHI €a CpaBHEHH NpH 8 nHua ¢
yMepeHa YepHoapodHa auchyHkums (crenen A v B no knacudukauuara na Child-Pugh) u 8 nuua 6e3
yepexaaHe. Bunpeku ye e nabniogasaHa npoMsHa B 0011aTa naiMeHa KOHUSHTpaUus Ha
TAMCYNO3UHOB XHAPOXAOPHA B CNEACTBHE HA MPOMSHA B CBLP3BAHETO ¢ AAQ, KOHUEHTpALUATA Ha
HeCBbp3aHHA (AKTHBEH) TAMCYNO3HHOB XHAPOXIIOPHUA HE Ce € MPOMEHHIIA 3HAYHTENHO, KAaTo
MPOMSHATA HA BbTPELIHUA KIMPBLHC HA HECBBPIAHUA TAMCYJIOZHHOB XHOPOXopua € ymepeHa (32%,).
[lopaay Tazn NnpUuHHA, OPH MALUKEHTUTE ¢ YMEPEHA YEPHOAPOOHA NIMCPYHKLUMA HE CE HANnara npoMsaHa
HA J03aTa HA TAMCYJIO3HHOB XHAPOXAOpHA. TaMCyNno3UHOB XHAPOXIOPHI HE € NMPOoYYBaH NpPH
MAUHERTH C TEXKKA YepHOApOOHA AMCPYHKUKA.

5.3 [IpeakAUHHJYHH DAHHH 32 0€30MACHOCT

He ca nposexnaHi NpeakAMHHYHH U3TTHTBAHKUA C AYTACTEPHA-TAMCYMO03HH. JlyTactepHua u
TAMCYN03HHOB XHAPOXJACPHA MO OTZE/THO €A NPOYYEHH B TOJIAMA CTENEH B TECTOBE 32 TOKCHYHOCT
MPH KHBOTHK, KATO HAHHUTE CHOTBETCTBAT HA U3BECTHUTE PAPMAKONOTHUHH ACHCTBUA HA
HHXKOHTOpHTE Ha S-anda peaykTa3ata ¥ anda,-aapeHopelenTOpHUTE auTaroHueTd. laneHara no-
A0NY UHPOPMALIHS OTPa3ABa HATMYHATA HH(POPMAaLKA 38 OTACTHUTE ChCTABKH.

Hytacrepua

HacToswuTe npoyuBaHuA 3a 06L1a TOKCHYHOCT, TEHOTOKCHYHOCT M KaHUEPOTEHHOCT He NokKa3Bat
HHKAKbB CNeurHYeH PUCK 33 YOREKA.

[Ipoyupanng 3a penpoayKTHBHA TOKCHUHOCT NPU MbXXKHW JTbXOBE N0KA3BaT HAMATEHO TEr/J0 Ha
npocTaTaTa H CEMEHHHTE MEXYPUETA, HAMAJICHA CEKPELHA OT AKLUECOPHUTE NOJIOBH KJIE3H U
HamasABaHe HAa MHASKCHUTE Ha gepTuauTeTa (10 NPpHUKHA HA PapMaKOIOrUMHHUA €PEKT Ha
aytacrepun). KnMHU4HATA pesieBaHTHOCT Ha TE3H HAXOAKKH HE € H3BECTHA.

Kakto v npu apyru HHXHOWTOPYK Ha S-anda peaykrazara rpu NPpUNOKEHHUE HA AYTACTEPHI 1O BpEME
HA recTauMATa € HabmoaasaHo peMUHU3UPaHE Ha MBXKH QETYC NPH MITbXOBE H 3aiuu. JyTracrepun
Ce YCTAHOBABA B KPBhBTA HA XKEHCKH TTBXOBE Clell YHPTOCBAHE ¢ MbXKKH, TPETHPAHU C AYTACTEPHA.
Korato ayractepua € npuiaral Ha NpUMAaTH Mo BpeMe Ha recTauHara He e HadaloaasaHa
beMUHN3AUNA Ha MBAKKH (EeTYC NMPH KPbBHA €KCMO3UUKA, MPEeBHIIaBaLla B JOCTaThbYHA CTENEH
EKCNO3MLHATA, KOATO OM HACTBIKIIA Upe3 YoBellka crnepMa. Manko BeposaTHO € MBKKK deTyc na 6bae
MOBMHAH HEMATHBHO C/le NpeaaBaHe Ha AYTACTEPHA Upe3 CNepMaTa.

TaMCyno3vH
[IpoyuraHus Ha 001AaTA TOKCHYHOCT W F€HOTOKCHUYHOCTTA HE MOKA3BAT HUKAKbLE ONPEaESICH PHCK 3a
X0paTa, pa3/iiyeH OT CBbP3aHHUTE C PapMaKONOTHYHHTE CBOMCTBA HA TAMCYJIO3HH.

B npoyusaHHs 3a KAHLUEPOreHHOCT fPH NITbXORE H MHLUKH, TAMCYJIO3HMHOB XHAPOXIOPHA BO
MOBHIIABAHE HA YECTOTATA KA NPOaHdEepaTHBHU NPOMEHH HA MNIEYHATA XKNE€3d NPH KEHCK
AKHUBOTHH. T€3M OTKPHUTHA, KOUTO HAH-BEPOSTHO C&€ MEAMUPAT OT XUNEPNPONAKTHHEMHUS
HabnoaaBat camMo NpH NPUAOKEHHE HA BUCOKH [03H, C€ NPHEMAT 33 KITHHHYHO HEelHaY
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BHcoknTe 1034 TaMCYN03NHOB XUAPOXJAOPHI BOAAT A0 00OpaTUMO HAMANIABAHE HA DEPTUIIHTETA NPH
MBKKH IIJIBXOBE, KOeTO BEPOATHO CE€ AbJHKH HA IPOMEHM B CLABPXKAHHETO Ha CNepMara Win
HapyllaBaHe Ha eakynauusaTa. Edektte Ha TAMCYT03UH BBPXY OpPOA Ha CIEPMATO30MANTE HIH
yHKUMATA HA CMepMaTa He ca OLIeHsBaHH.

[IpunoxeHHeTo Ha TAMCYN03UHOB XHAPOXJIOPHA NMPH OpeMEHHH KEHCKH NJIbX0BE Y 3afiUH B 0034, No-
BUCOKA OT TepaneBTUYHATA, HE MOKA3B8a AaHHU 3a QEeTalTHO YBpeXAaHe.

6. OPAPMAUEBTHYHHU JAHHH
6.1 CnuHcobkK HA NOMOLWHHTE BEIIECTBA

JdyTacTepua MeKa Kancy.ia

CohabpaxaHue Ha 1YTACTEpPHA MeKa KancyJa:
[IponuneHraukon moHokanpunar, Tun [l
bytunxuapoxcuronyen (E321)

OOBHBKA HA MEKATA KANCYynAa:

XKenatud

[ nuuepon

Turanos auokcua (E171)

Tpurneunpuau (CpeaAHOBEPHIKHH TPUTTHUEPHAH)™
CoeB neuuTuH (MOXe aa CbAbpKa coeBO Macyo)*

*BhIMOKHH CJICAH OT MPOHU3BOACTBCH NpoUCC.

TamMcyn03HH NeIeTH ¢ H3IMEHEHO 0CBO0OK1aBaHe

MuKkpokpUdcTansa uenynosa;

MeTtakpunosa kucennna — ETnn akpunar cenonumep (1:1) 30% oucnepcus (Chbabprka HaTpHER
naypuncyngar ¥ noaucopdar 80)

AubdyTun cedbauar

Cunuiuer ZIMOKCHA, KONOUZER XHapaT

[loaucopbar 80

Kanuues cTeapar

Tebpau Kancyan

KenatuH:;

Turanor anokcun (E171)
Kenezen okcua, yepseH (E172)
XKenesen okeua, Xbat (E172)
JKeneszen okcua, yepeH (E172)

Yepno macTuo

Iponunen rauxkon (E1520)
{aTHeB XHAPOKCHA,
{OHUEHTPHPAaH AMOHHEB pasTBOpP
Keneszen okena, ueped (E172)
[Hlennak (E904)

6.2 HecbBMECTHMOCTH
Henpunoxumo
6.3 Cpok Harognocrt

2 TOOUHH.
Jla ce n3nonisa no 90 aAHK cnea MbpBO OTBapAHe.

18




6.4 CneuHajlH¥ yCI0BMA HA ChXPaHEHHE

Ha ce cvxpansara noa 30°C.

6.5 Buau cbaALpPKaAHHE HZ ONAKOBKATA

bana HDPE 0yTunka ¢ 64na kKanayka oT NOIKINPONKIEH CbAbPHALLA H3CYLUHTEN CHIKKA TE.

7. 30, 90 TBBpaK Kancynu.

He BcHukn BHOOBE ONAaKoBKH mMorat aa ObAaT NycHaTH B mpoaaxxoa.

6.6 ChneuHaNHH NpPeAna3HH MEPKH NPH HIXBLP/AHE H padoTa

HytacTtepun ce pe3opbupa npe3 KoxKata U Nopajd Taiu NpHyYHHa TpaOBa 1a ce H30Area KOHTAKT ¢
nospeaeHH kancyau. [lpy KOHTAKT ¢ noBpeaeHH Kancyiy, obnacTra Ha KOHTAaKT TpA0Ba da ce UIMHE

Hezab0aBHO ¢ BOAA M canyH (BX. Touka 4.4).

Heu3non3iBaHuWAT JIEeKAPCTBEH NPOAYKT HAH OTNAAbYHUTE MATEPHATH OT Hero TpAdBa aa ce U3XBBPNAT
B CbOTBETCTBHE C MECTHHTE 3aKOHOBU U3UCKBAHHUA

7. [MPUTEXATEJI HA PAZPEILUEHHUETO 3A YINIOTPEBA
Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10
Yeiwuka PemmyOnuka

8. HOMEP(A) HA PASPELUEHHUETO 3A YITOTPEDBA

Per. No: 20190199

9. JATA HA I'BPBO PA3ZPEILUABAHE/ITOAHOBSIBAHE HA PASPEUWIEHUETO 3A
YIIOTPEDBA

Hata na nupBo padpewiasaHe:; 17.09.2010

JlaTa Ha NOCNeRHO MOAHOBABAHE!

10. JOATA HA AKTYAJIUIUPAHE HA TEKCTA

26.02.2024r.

19




