W3NbAHATENHA ATEHLINS 110 EKAPCTBATA

Kpamia xapaxmepuomuxa Ha npogyxma - [IpuAcKeHue 1
1.  VIME HA JIEKAPCTBEHUA IIPOJYKT L5 /302 ]

KoM Pez. he

Hyracrepun/TamcynosuH Akopa 0,5 mg/0,4 mg TBEpAM KancyIn — -

Dutasteride/Tamsulosin Accord 0,5 mg/0,4 mg hard capsules Paapeuisnue Ne & é/ H*/ H/é (1‘? 4 ,Z
"l §-1- 08

| OGOBPOHUIS 1o cevnvvrcnnesssssssesnssacnsseonessenereseersesrssssenss

2. KAYECTBEH 1 KOTHYECTBEH ChCTAB

Besika TBBpAa Kancyna ceaepxa 0,5 mg nyractrepun (dutasteride) m 0,4 mg TaMCYNO3UHOB XHAPOXJOPHA
(tamsulosin hydrochloride}, (exsusanenTer Ha 0,367 mg TAMCYTIO3HH).

TMoMOLIHRA BeEecTRa C M3BECTHO NSHCTRIE
Bcsika kancyna chAbpka IEUMTHH (KOWTO MOYe Ja ChIbPHa COSBO Maclo) M CEHCET KBTO FCF (E 110).
Beska kancyna ceaspxa < 0,1 mg cphcet mwato FCF,

3a MLILHS COIHCEK HA TOMONIHHTE BEIECTBA BHKTE Touka 6.1.

3. JIJEKAPCTBEHA ®OPMA

Teppoa Kancyna.

TIponBIToBaTH, C ABIKUHA NPUOINHTENHO 24 mm, TBHPAH KATICy.H ¢ KadaBo TANO H OPAHKEBO Kanade,
Besixa TBEPAA Kalicysia ChIbpka NeNeTH ¢ H3MeHeHO ocBob0KaaBaHe C TAMCYO3HHOB XHAPOXIOPHA H clHa
MeKa AERaTHHOBA Kalcyna JyTACTepu.

4, KINMHHYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleueHre Ha yMEpPEeHO TEXka IO TeXKAa CHMITOMATHKA Ha HNOOpOKauecTBeHA XMIEpnasHa Ha NpocTarara

(IXID).

HamansBane Ra pucka OT ocTpo 3ambpkaHe Ha ypuHata (O3VY) m xupypravecka Hameca NpH NAIMEHTH €
YMEPEHO TEXKKa IO TeXKa cuMrToMaruka Ha JIXIT.

Ja uadopMauus 3a eQEOKTUTE OT JEUCHHETO M PATHMYHWTEe IPYNH TALHERTH, TPOYYEHH B KIUHHUHKTC
U3NUTBAHAS, MOJIA BEKTE TOUKA 5.1,

42 Jo3upoBKa U HAYHH HA NPHAOKEHE

EOBH POBKa

Bo3pactnru (SKAIOUUIMETHO RAYUCHMY & CIIAPYECKa 853PaCM)
Ipenopruanara no3a Jytacrepuz/TamMcynosun Akopa e enua kancyna (0,5 mg /0,4 mg) BEOHEK JHEBHO

Keaeto e ymectHo, Jyracrepus/TaMcyA03HH AKOP MOMKE JA Ce M3TI0N3B2a 38 3aMECTBAHE HA CBEMECTHOTO
NPUIOKEHME Ha AYTACTEPHA M TAMCYNOIMHOB XHMADOXTODMA [NPH CHIIECTBYBalla TEepamus ¢ ABara
JIEKAPCTBEHH NMPOAYKTA ¢ IIeJ YIeCHIBaHe Ha IeYEHHETO.

KpIoero e KIHHHYHO YMECTHO, MOXE Ja C¢ WMa TIPEIBHA HENOCPEeNCTBEHA MpOMAHA OT Moumepanna c
IYTACTEPH WIH TAMCYIO3KHHOR XUAPOXNOPHL kbM JlyTactepun/TamCcyno3iH AKODL.




BvlOpeuno yspexciane

BimsHEeTO Ha yBpeneHaTa GuOpeuna (pyHKuUMS BbPXY GapMaxOKHHETHKATA HA JYTaCTEPHI/TaMCYIO3HH HE €
npoy4pano. He ce ouaxBa HeoGXOZEMOCT OT NpOMAHA Ha 103aTA 3a NAMEHTH ¢ OBOpedHo yBpekaaHe (B
ToUKA 4.4, H 5.2).

Yeproopobro yspexcoane

BIIMAHHETO Ha YBpeleHaTa 4epHONpOOHa PyHKUMA BEPXY (apMaKOKMHETVKATA HA NyTacTepHI/TaMCyNO3HH
He e IPOYYBAHO, 3aTOBA JIEKapCTBOTO TpAOBA Ja ce MpHiara BHAMATEIHO NPH NAKEHTH C JIKO [0 YMEPEHO
TEXKO YepHOAPOoGHO yspexnaHe (BIKTe Touka 4.4 W Touka 5.2). VnorpeGara Ha Jyracrepun/TamMcyIo3HH
AKODZ Ip¥t TIAIIHEHTH € TEXKO YePHOAPOGHO YBPEKAAHE € IPOTHBOMOKa3aHa (BK. TOYKa 4.3).

Heduampuyna noryrayun
Jlyracrepun/TaMcynosus Akopa € IPOTHBOMOKA3AH NPH NENHATPHYHATA MOMYNalvs (Ha BB3PACT 10X 18
romuHg) (BXK. Touka 4.3).

Haumy Ha mpunoxeHue

3a nepopaltHO NPHIICKESHHE,

Ha naumentute TpsGBa Oa ce OaNaT YKa3aHus J1a TOTTBIIAT KArCyIuTe [eNH, 0KOI0 30 MUHYTH CIIEN SAHO H
CHINC XpaHeHe 3a JieHs Beeky aeH. Kancynure na He ce AbBYat HIM 0TBapAT. KOHTAKTET ChC CHABPKAHUETO
Ha KarcysaTta ¢ AyTacTepufi, KOsTO Ce& CBABPXKa B Kalcynata ¢ TBbpAa OOBHMBKA, MOKE 1a MpENH3BHKA
Apastexe ua opodaprHreanHara MHraBHla,

43 HpoTHBOMOKAIAHHA
Hyracrepua/Tamcyno3ut Axop/ € NPOTHBOMOKA3aH 32 MPHIO/KEHHE [IPH:

- CEHH, Teld ¥ KHoIM (BXK. ToUKa 4.6).

- NALHEHTH CBC CBPHXUYBCTBMTENHOCT KbM HAYTACTEpHA, KbM JPYrd MHXMOMTOpPH HA S-anda
PeIyKTa3aTa, KbM TAMCYJIO3HH (BKIIOUMTENHO TAMCYJO3HH-HHAYIHPaHA aHTHOeeMa), Codl, (BeThUM
MM KbM HSKO€ OT JIPYIHTe IOMOIUHY BellecTsa, H30poeH: B Touka 6.1.

- MAUVEHTH ¢ AHAMHE?A 38 OPTOCTATHYHA XUMOTOHHMA.

- FAUHEHTH ¢ TeXkO TepHOAPoOHO YBPeXKIaHe.

4.4 Crenmaiuyn npeaynpemaeHHs H IPeANa3HH MEPKH NpH ynorTpeda

KoMmGusmpana Tepanus Tpasa Na Ce NpeAnucBa ciieji BHUMATENHA OLEHKA HA OTHOLUEHHETO MON3a/PHCK
TOpaJH TIOTEHIMATHO TIOBHIIEH PHCK OT HEXENAHM Peakiy (BKTIOMHTEIHO CHPIEUHa HEROCTATRYHOCT) U
K&TO Ce BIEMAaT MPEIBH aNTepPHATUBHUTE TEPAIIEBTHYHA BB3MOKHOCTH, BKITIOMHTEIHO MOHOTEpATTHH.

KapL[‘uHOM HA npocmamama i BUCOKOCTRENEHNY MYMOPU

Ipoyusanero REDUCE, koeTo € 4-TOAMINHO, My/ITHUEHTPOBO, PAHAOMH3HPAHO, IBOKHO N0, nnatebo-
KOHTPOJIHpaHo, u3cneasa edexra Ha Ayractepun 0,5 mg AHEBHO [PY MALMEHTH ¢ BHCOK PHCK 32 PAK HA
npocrarara (BKMIOYBALIO MbAKe Ha By3pact oT 50 mo 75 romunn ¢ Huea Ha PSA or 2,5 gmo 10 ng/ml u
HeraTHBHa GHOMNCHA Ha IpocTaTata 6 Mecella Ipemy BKAIOYBAHETO B [IPOYHBAHETO) B CPaBHEHNE C Iauebo.
PesynraTute OT TOBA MpoydBaHe MOKA3BaT NO-BHCOKA YECTOTA Ha KAPLUMHOMH HA MPOCTATaTa C OLEHKA IO
Gleason 8-10 mpy MExke, nexyBaHm ¢ myractepun (n=29, 0.9%) B cpasmeHHe ¢ mmaneGo (n=19, 0.6%).
Bpbskata MexIy AyTAacTepusl M KAPLHHOME Ha MPOCTaTaTa ¢ oueHka no Gleason 8-10 He e AcHa.
CrienoBaTenno, Mexere, npueMamm dyracrepun/Tamcynosus Axopa, TpaGBa fa ObaaT OLEHABAHH PENOBHC
3a [IPOCTAaTeH KaphHOM (BkK. Touka 5.1).

Hpacmamuo-cheyugunen anmuzen (PSA)




CepyMHAaTa KOHHEHTPAUMS Ha TNPOCTAaTHO-ceupdmunna aHtured (PSA) e BaxeH KOMNOHCHT 32
YCTAHOBABAHETO HA KAPUMHOM Ha npoctaraTa. Cnepl 6-Meceyno neuenue, Jlyracrepun/TaMcynosHH Axopa
BOZM [0 HaMa/BAHE HA CPEIHATE CepyMHH HuBa Ha PSA ¢ mpubnusurento 50%.

[lpn manuentate, npuemarmy Jyracrepus/TamMcynosun Akopi, Tpi0Ba lia ce YCTaHOBM HOBA, W3XOMHA PSA
cToMHOCT clien 6 Mecena neuerue ¢ Jlyracrepun/TamcynosiH Akopa. IlpenopbiBa ¢e peIOBHO IPOCTICIABAHE
HA CTOHHOCTHTE Ha PSA cres ToBa. BCAKO MOTEHLPASHO [IOBUIIABAHE OT Halt-HECKOTO HUBO HA PSA o Bpeme
Ha nevenrero ¢ Jyracrepuwy/TaMcynio3nH Akopn Moxe Ja e Oeler 3a HalMuHe Ha KaplHHOM Ha IPOCTATA HITH
3a HENOBIHABAHE OT JedeHmero ¢ Jyracrepum/Tamcyno3un Axopa, M TpadBa a Ce OueHABAa BHEMATEIHO,
JOPH B ciydali 4e TAKMBA CTOMHOCTH Ca BCE OIE B PAMKHTE Ha HOPMaTa 3a MbXKe, HenpHeMamy S-aida
penykraseH HExuburop (Bx. Touka 5.1). Tlpy uHTEpIpeTHpareTo Ha cTOMHOCTTA HA PSA 3a MalUMeHT, KOHTO
IpHeMa IyTacTepHIl, 32 CpaBHeHHe TPsiBa 1 ce MOTHPCAT NPeIMIIEY CToHHOCTY Ha PSA.

Jleuennero ¢ dyTtactepun/TaMcyNo3uH AKOpZ He TIPeuH Ha H3I0/3BaHeTo Ha PSA KaTo OMOIIHO CPEACTBO B
OHATHOCTHKATA HA KapHiHOMa Ha npocrara’ra CIICH YCTAHOBABAHETO Ha HOBA H3X0AHa CTOMHOCT.

CepyMHnTe HYBa Ha o0 PSA ce BPBLIAT KbM H3XOAHUTE CTOHROCTH SO 6 MECELla Cef NPEYCTaHOBABAHE
Ha nevenuero. CHOTHOIIEHHETO MexIY cBoGoaHuA ¥ obuma PSA octasa OCTOAHHO, AOPH [TOJ BIHAHHE HA
Jlyractepnn/Tamcy/103uH AKOPH. AKO JieKapsT u3bepe [a H3NON3Ba OTHOCHTENHYS Aan (%) Ha CBOGOAHUA
PSA KaTo MOMOIIHO CPEJCTBO 3@ YCTAHOBNBaHEe HA KApLMHOM HA NPOCTaTara IIpH MbKe, JCKYBaHM C
Ayracrepun/TaMcyno3uH Akopl, HAMA Ja e HeoOXOMMa KOpeKLks Ha CTOHHOCTTa My.

ITpy naimenTHTe TpAOBA Na ce HANPaBH PEKTATHO TYUIHPaHe Ha MpOCTaTata, KaKTo M APYTH M3CIeABAHHA 34
JMATHOCTHKAa HA TPOCTATeH KApLMHOM WNM Apyrd 3a00NABaHHA, KOMTO MOXe Ja fIPHIMHAT ChUIHTE
cuMnroms karo JXII, mpeau 3amousade Ha sedennero ¢ JlyTactepui/TamcynosuH AKOpH, KaKkTo H
TEPHOAHYHO CE/ TOBA.

Copleuno-cbO08U HEHCERANY PEaryun

B 1Be 4-rofMITHA KAHHHMYHE OPOYHBAHHs, YECTOTATA Ha CHPAEYHATA HEAOCTATHYHOCT (KOMOMHUPAH TEPMHH
33 JOKNaIBaHH CHOMTHS, TTABHO CHPAEYHA HEAOCTHTHYHOCT M KOHTECTHBHA ChDACYHA HEAOCTATBIHOCT) €
MAJIKO TIO-BHCOKA IIPH [IMIaTa, KOMTO IpHeMaT KOMOHHALMNTA OT AYTACTEPHA ¥ andaraApeHOpeLenToper
AHTAFOHKCT, TABHO TAMCYJIO3KH, OTKOJNKOTO Cpell JIHIATA, HempheMalli komOunammsaTa. Obade, uecToTara
HAa ChpAeYHA HEAOCTATHYHOCT MPH Te3M M3MHTBAHHA ¢ MO-HUCKA BbB BCHUKH AKTHBHO JIEKYBaHH Ipynd B
cpaBHeHMe ¢ naue6o rpymaTa, W APYTH HAIMYHH JAHHH 33 JYTACTEPHI MIH a7(ai-afpeHOPEETTOPHH
AHTATOHACTH He TOAKPETAT 3aKIIOUeHNE 38 TOBHILEHH ChPAEYHO-CHAOBH PHCKOBE (B TOYKa 5.1).

Heonaazua na zvpoama

WMa crobmeHus 33 pak Ha PBPAATa NPH MEiXe, NpYeMally AYTACTEPHA B KITHHHYHY MPOYYBAHHA H N0 BpEME
Ha MOCTMApKETHHIOBHA NepHol. EmuieMHoNorydnn npoyysanms obaue He [OKa3Bar MOBUIIABAHE HA PHCKA
OT pasBUTHE Ha pak Ha FEPAATA [IPH Mbke Npy yrotpeba Ha S-anda penykrasHi HHXuGHTOPU (BX Todka 5.1).
Jlekapute TpsOpa 2 WHQOPMHpAT NALMEHTHTE CH Ja JOKNANBAT BejHara [IPOMEHH B TBKAHTA HA BpZAATa,
KaTo Gy4KH HITH [IOSBA Ha CEeKpeT OT 3bPHATa.

Bvlpeuno yepexcoane

Jleuennero Ha TANMEHTH ¢ TEXKO yBpekgane Ha OpOpeuHaTa (yHKUMA (KPEaTHHHHOB KIHPBHC 10X
10 ml/min) tpa6Ba Aa ce OCHIIECTBABA ¢ IIOBHIISHO BHHMAHME, Thil KaTo [IPH Ta3M TpyNa MauHeHTH HE ¢4
MPOBEKIAHN KMHHYHH H3MHTBAHHA.

Xunomonun
Optocrareusa: [Togo6Ho wa ocTaHauuTe anda;-aApeHOPENENTOPHE aHTArOHUCTY, 110 BPEME Ha JICUCHHE C
TAMCYJIO3MH MOXKE Ja ¢e HaGIlioNapa MOHIKABAHE Ha KPYhBHOTO HajiAraHe, PAAKO BOAENIO A0 CHHKOIL.

TMamienture, KOUTO 3anoyBaT nedenue ¢ Jyracrepun/Tamcynosus Akopa Tpa0Ba fa ObaatT npenynpeneHH 1a
CeNHAT WM Ja JNErHaT mpH [BPBHMTE NPH3HAIM HA OPTOCTATHYHA XWIIOTOHMA (3aMaliBaHe,
OTIIYMABAHETO HA CHMIITOMHTE.




3a Za ce CBefe IO MIHHMYM BB3MOKHOCTTA 33 Pa3sBHTHE Ha [IOCTYDAHA XMMOTOHMS, NALEHTHT TPiGBa Aa
GBI XeMOMHHAMIYEO cTabuieH Ha anda,-aapeHOPelleITOPEH aHTATOHKCT NPEM 3anodBade Ha ynorpebara
#Ha PDES nuxubOHTOPH.

CuMmToMaTigHa: [IpenopbuBa ce TIOBHINGHO BHEMaHHE, KOrato anda-anpeHepruiHW GNOKMpallH arcHTH,
BRJTIOUATENHO TAMCYJIO3MH Ce MpunaraT enHospemenHo ¢ PDES duxuGuropw (HanpHMep cunpeHadumn,
Tapanadus, BapaeHadun), Andai-anpeHopenenTopHuTe antaromwctn M PDES  mmxmOutopure ca
BA30JHIATATOPH, KOUTO MOMe [a MOHMKAT KPBBHOTO Hansrase. Emmoppemennara ynotpeba Ha Te3n Apa
KITaca JIeKapCTRa MOTEHIMATHO MOJKE /12 IIPUYHHM CHMIITOMATHHHA XMIIOTOHUA (BK. TOUKA 4.5).

Cundpom Ha URMpaonepamUEHo AMONUNHIA UPUC

ITpA HAKOH TAUMEHTH, KOUTO €& AEKYBAT TOHACTOSINEM MM Ca OHIM JeKyBaHU MPEAM C TAMCYNO3MH, T
BpEMe H& ONepauysA HA kaTapakTa € HalmonaBaH CHHAPOMBT HA HHTPAOTIEPATMBHO ATOHIMHHA HPHMC
(Intraoperative Floppy Iris Syndrome - IFIS, BapuaHT Ha CHHIPOMA HA THCHATA 3CHHUA). [FIS moxe na
MOBMIIA PHCKA OT OYHH YCJIOXHEHHS 110 BpeMe Ha W cnmel onepawpdra. Ilopany TasH MpHUMHA HE ce
TpeNopLYRa 3aMouBaHe Ha feueHne ¢ Jyractepin/Tamcyo3HH AXOpA NMpH MIALHEHATH ¢ HACPOYeHa ouepalis
Ha KaTapakTa.

Ilo BpeMe Ha mMpeAoTIePATHBHATA OLEHKA XUPYp3MTE, M3BBPUIBAINM OMEpalMy HA KAaTAPAKTa, H EKMUIHTC
o¢TanMonosu Tpa6GBa Aa B3eMAT NPEABHI AAMH MAUMEHTHTE, TIAHHPAHY 34 ONepalys Ha KaTapakTa, IpHeMaT
win ca npuemani Jyractepu/ TaMcynosHe AKOpA, 38 Ja ¢ OCHTYPAT MOOXONAIIN MEPKH 33 OBNalABaHe Ha
IFIS no speme Ha onepalikaTa.

CnupadeTo Ha IMPHeMa HA TAMCYJIO3MH 1-2 ceaMUIA TPEIy ONepalHATa Ha KATAPAaKTa C& CMATA 34 MOME3HO,
HO pealTAaTa 10133 ¥ TPOABIKUTENHOCTTA Ha TIePHOMA OT BPeMe, 3a KOHTO NekapeTsoTo Tpabsa Aa ce crpe
TIpeay OIepaLHATA Ha KaTapaKTa, BCE Olle HE €4 YCTAHOBCHH.

Kancynu c napyuiena yanocm

JiytacTepun ce pesopOHpa IIpe3 KoXara, MOpaiK KOETO JKEHHUTE, JeNaTa H IOHOMIATE Tpa0Ba Na u3GArsar
KOHTAKT ¢ KATICY/IH ¢ HAPYIIEHA LANOCT (3. Touxa 4.6). AKO TOBa ¢e CNy4H, 00NacTTa Ha KOHTaKT Tpaba
He3abaBHO Ja ¢ H3MHE C BOJA M CamyH,

Hrxubumopu va CYP344 u CYP2D6

EZHOBPEMEHHOTO TNPHIOKEHHE HA TAMCYJNO3MHOB XMIPOXNOPHA C MOIIHH WHXUCHTOPH Ha CYP3A4
(HanpEMep KETOKOHA301), HJIH B IO-MalKa CTeNeH ¢ MONIHM MHXHOATOpH Ha CYP2D6 (nanpumep
MAPOKCETHH) MOXE [ NOBHIIH EKCTIO3MUMATA HA TAMCYNO3MH (Bx. Touka 4.5). CregoBareito
FAMCYAO3HHOBHAT XMAPOXIOPHA HE C€ Penopb4Ba NpH NauHesTH, npueMamy Mowed CYP3A4 muxuGurop
¥ TpaOBa Aa ce M3I0/I3BA BHIMATENHO [IPU NALMeHTH, TipueMamy ymepeH CYP3A4 MHXUOHTOP, MOIIEH HIH
ymeper CYP2D6 mmxmburop, komGunamms or CYP3A4 u CYP2D6 uHXuGATOpH, MK NPA NaUMEHTH, 33
KOHTO € YCTAHOBEHO, e ca 6aBHH MeTabonm3atopu Ha CYP2D6.

Heproodpobro yepescoane

IlytacTepua/Tamcynosun AKOPI He € IpoydBaH NpPH TAIMEHTH C 4epHOIpoGHO 3abonsBade.
HOyracrepun/Tamcyno3nH Akops Tpabea fa ¢ IPHIAra BHHMATENHO IIPY MANHEHTH € JEKO A0 yMEpPEHO
TEXKO YepHOApoSHO yBpexkaaue (BxK. Touxd 4.2, 4.3 u 5.2).

THomougru seyecmsa

To3y JlekapcTBeH MPOALYKT ChABPKA OuBeTHTes ChHCET XbaTo (E110), KOHT0 MOXE 2 IPUIUHN AIEPTHYIHH
peaKiym,

To3u NeKapcTBEH MPOLYKT CHIBKA JIEHTHH, MOIYYeH OT COEBO Macio. AKO CT€ aNeprHiHH KbM decTEOM

HITH €O, HE M3TI0J3BalTe TO3M JEKAPCTREH MPOLYKT (BkK. TOUKa 4.3).

CBAbLPKA HATPHIH.




4.5 B3anmopgelcTBHe ¢ APYTH JEKAPCYBEHN NPOAYKTH H APYTH (OpMH Ha B3auMONeHCTBHE

He ca ripoBexuaHy NpOYYBAHHA 34 JEKAPCTBEHHTS B3aMMOICHCTBHA Ha Hyractepusy/ TaMCyno3uH AKOpA.
TocoueHaTa no-nofy HHGOpMaLis OTpa3fARa HANMYHHTE JaHHH 33 OTACIHHTE AKTHUBHH BEIIECTEA.

ymacmepuo
3a uAGOpMALUA OTHOCHO IOHMKABAHETO HA CTOHHOCTHTE Ha CEPYMHMA PSA mo BpeMe Ha JieUeHHE C

AYTACTepHI, KAKTO M 33 HACOKH 33 YCTAHOBABAHE HA KAPLIMHOM HA IPOCTATaTa, MO/IA BIDKTE TOUKA 44,

Eghexmu Ha dpyeu Aekapcmea 6bpxy PapMaroKusemuxamd Ha dymacmepuo

JlyTactepi ce eNMMMHHDA INABHO upes meTalo/M3upaHe. fn vifro NPOYYBAHWATZ MOKA3kaT, 4& TOBA
meTabomsnpane ce katamasApa or CYP3A4 u CYP3AS. He ca npoeexnaHy HAacoYCHH NpOY4Bamus 3a
piapMonelicTeus ¢ Mompy  uHxubutopn Ha CYP3A4. Btnpeks TOBa, NpPH  TOMYNALHOHHO
dapMaKOKUHETHYHO TIPOytiBaHe KOHLUCHTPALMHTE Ha CEPYMHHA TyTacTepul ¢a 61 chOTBETHO cpenHo 1,6
70 1,8 IIBTH TMO-BHCOKH Hp¥ MATbK Opoli mAnuWeHTH, MpU KOHTO CHBEMECTHO C JYTACTEPH[ Ca NMpHIaraHu
BEpANaM¥ll Wi JWITHa3eM (YMEPEHH WHXWOMTOPH Ha CYP3A4 u uuxHOHTOpM Ha P-TIHKOIPOTEHH), B
CpaBHEHHE C OCTAHAITHTE [TAIMEHTH.

[IpOIBIDKATEMHUAT IPAEM HA KOMOHHALIMATA HA IYTACTEPHN C JIEKAPCTBA, KOUTO ¢4 MOLIBA HEXHOATOPH Ha
enzamMa CYP3A4 (Harp. pUTOHABHD, HHAWHABHD, He(a30/I0H, HTPAKOHA30M, KETOKOHA30] TIEpOpaJIHO), MOKE
Ia NOBHINM CEPYMHMTE KOHLIGHTPALMM Ha AyTacTepus. H ce 0uaKsa NOITbJIHHTENHO unxuGupane Ha S-anda
PelyKTa3aTa MpH MOBHIIEHA eKCTIO3MIKS Ha AYTacTepui. AKO oGade ce YCTAHOBAT HEXKENaHH JICKapCTBEHH
peaknuu, Moxe Aa ce 00ChIN HaMaTBaHe Ha 103aTa Ha AYTacTepH. Tpabea Ia ce oTbenexH, e B cryqall Ha
GH3HMHO MHXHGHpaHe, TBJIFHAT NONYKHBOT MOXE Ja C& YAB/UKH ACTIBIHHTCAHO M ROCTMIAHETO Ha HOBO
PaBHOBECHO CHCTOSHIE MOJKE JIA C€ TIOCTHTHE CIIE/l OBEUe OT 6 Mecella ChITBTCTEALIO NEHeHHE.
Tpunoxennero Ha 12 g XoNeCTHPAMHH €IMH Hac CAe/ IPHeM HA ¢IHOKpaTHA A034 OT S mg nyTacTepux He €
NOBJHAIO (PAPMAKOKWHETHKATA HA LyTACTEPHA.

Epexmu na dymacmepud 6vpxy QapmMaxokunemukama na dpyau rexapcmea

B KIMHMYHO NpOYYBaHE ¢ MaTbK Opo# yuacTHHUHM (n=24) B NMPOAbIKEHHE HA ABE CEAMMUM TR 31paBH
Mbaae, Ayractepua (0,5 mg xHeBHO) He ¢ NoBMMAN (HapMaKOKHHETHKATA HA TAMCY/IO3HH WIH TEPa3O3MH.
C'BIIO TaKa, B TOBA POY4BAHE HE € YCTAHOBEHO (apMaKoIMHAMIYHO B3aHMOZEliCTBHE.

JytacTepus e mopauABa (apMakoKMHeTHKATa Ha BaphapuH uni Aurokcks. Tosa Tokasea, 4e AyTacTepill
He HHxuGupa/MEaymMpa CYP2CY Wit TpaHCIOPTHATA MOTIEKya P-TMKonpoTenH. [n viiro NpOYIBaHUATA 32
B3AMMOMICHCTBHS IOKA3BAT, Ye AyTacTepi]l He mHxHGupa emsumute CYP1A2, CYP2D6, CYP2CY, CYP2CI9
i CYP3A4,

Tamcynozun

CBBMECTHOTO TIPMACKEHME HA TAMCYIO3MHOB XMIPOXJIOPMA C JEKAPCTBa, KOMTO MOral fa NOHMKAT
KPBBHOTO HANATAHE, BKIIOYUTENTHO aHecteTHud, PDES5 umxuGutopu i Apyrs ai¢araipeHOpenenToOpHH
AHTArOHHCTY GH MOTTIO Nia AOBEAE AC 3aCHICHH XMIOTCHIMBHH edextu. JyTacTepun/ramcynosuH ve TpaGsa
Ia ce TIpRJara B KOMOHHALAA C IpYTH anda)-aapeHOpelenTopHETE AaHTArOHHCTH.

EQHOBPEMEHHOTO IIPHIOKEHHE HA TAMCYNO3HWHOB XHAPOXIOPHA H KETOKOHASOHA (momen CYP3A4
MHXMOHTOp) BoAM A0 nopumiaRaHe Ha Cpow B AUC HE TaMCyNO3MHOBHA XHAPOXNOPHI C koedUIHERT
croTBeTHO 2,2 U 2,8, EAHOBPEMEHHOTO TPHIOKEHME HA TAMCYNO3MHOBHA XMAPOXNOPHZ H NMAapOKCETHH
(Momen CYP2D6 unxu6uTop) Bome o nopummapane Ha CTax ¥ AUC Ha TaMCyJIO3MHOBIA XHADOXIOPHA C
xoepHiment croTBeTHO 1,3 1 1,6. ITonobHo noBuIaBaHE HA EKCIIO3HIMIATA CE O4aKBa IIPU CYP2D6 GaBnu
meTabonA3aTopy, CpaBHeHH ¢ Obp3d MeTaloM3aTopH NpH eJHOBPEMEHHO NMPUIOKEHHE ¢ MOLICH CYP3A4
uixuGuTOp. EdekTHTe OT eHoBpeMenHo npuoxenne Ha CYP3A4 u CYP2D6 HHXHOUTOPH C TAMCYIO3HHOB
XAIPOXJIOPHA He Ca OLEHABAHH KIMHHYHO, ofaue e HalMle MOTeHIMANl 32 3HaT rinT

eKCIIO3HLMATA Ha TAMCYJIO3HH (BXK, TOUKa 4.4).




ChITHTCTBAIIOTO MPHIONKEHHE Ha TaMcynosuHoB xumpoxnopun (0,4 mg) W HHMETHAMH (400 mg Ha BCEkH
IIeCT uaca 32 HIECT JHM) BOMM N0 MOHWXKABAHE HA KNHpBHCA (26%) u o mosuwasane va AUC (44%) Ha
TAMCYNO3KHOBHA Xuapoxuopua. HeoGXomumo € noBHILEHO BHHMAHME, KOraro IYTACTEPHA/TAMCYIIOZHH Ce
mpunara B koMOHHANKA ¢ LIHMETHIMH.

He ¢ mpoBexmaHO cNENM(HUHO MINMTBAHE HA JIEKADCTBEHWTE B3AMMONCHCTBHSA TpH CBBMECTHOTO
TPIIIOKEHME HA TAMCYJIO3MHOB XHAPOXIOpuA U Bapbapus, Pesyntatre oT OrpaHMuery in vifro H in vivo
TpOY4BAHKA HE AABAT ACHM 3akTioveHns. Tuknodenak u Bappapu, obave, MOraT Aa MOBHIIAT CKOPOCTTA Ha
eMMMUHUpAHE Ha TAMCYI031H. EMHOBPEMENHOTO pUNOXeHHe Ha BapdapiH U TaMCYIO3HHOB XHAPOXTIOPHA
TpaGBa [a e ¢ IOBHIUEHO BHHMAaHKE.

He c¢a HabmonapaHu B3auMOACHCTBHS NP IPHIOKEHHE HA TAMCYJO3MHOB XHAPOXNOpPHMA CBHBMECTHO C
ATERONON, eHamanpwl, Hude RN Wi Teowny. CHIBTCTBAINO Mpuiarad QypoceMHn BOAM J0_craj B
NNa3MeHHTe HHBA Ha TAMCYIO3MH, HO THH KATO HMBETA OCTABAT B TPAHMIMTE HA TEPANeBT; HeOOXomUMA
KOPEKLMA Ha JIO3HPOBKATA.

In vitro coboanaTa Gpakuys Ha TAMCYJIO3MH B YOBEINKA NJasMa He ce MPOMEHA HHUTO OT AXasenam, HHTO OT
TIPOTIPAHONON, TPHXJIOPMETHA3M], XNOPMANMHOH, AMHUTPUIITHIHH, nugnodenar, rIHOcHKIaMEL  H
cumpactaTHE, TaMmcynosuH CBOI0 He IpoMeHs cBo0OAHHTE QpakUMM Ha JMA3ENaM, FRPONPaHOIOL,
TPHXIOPMETHASH, ¥ XJIOPMaJHHOH,

4.6 @eprunuTeT, OpeMeHHOCT ¥ KbPMEHe

Vrorpefara Ha Jlyracrepun/TaMmcy/no3uH AKOPA 0pH XeHHW € MMPOTHBOMNOKasaHa. He ca nposexnadu
Npoy4BAHKA 32 YcTaHoBSBaHe Ha edexTa Ha JlyTactepun/TamcynosnH AKOPH BBDXY OpeMEHHOCTTA,
KbpMeHeTo U deprumirera. JaneHaTa N0-10/y HHGOPMALHA OTPA3ABA HAMMIHATA HHPOPMALIMA 3 OTICIHHTE
ChCTABKH (BK, TOUKA 5.3).

BpemMeHHOCT
Kakto ® ocTaHanuTe MHXMOMTOPH Ha S-anda penyKTasara, AyTacTepHI HHXMOHMpPA IpeBpHIIAHETO HA

TECTOCTEPOHA B IMXM/POTECTOCTEPOH M AK0 € IPHIIOKEH Ha HKeHa, OpeMeHHa ¢ MBXKH deryc, nyTacTepuzs
MOXe Jia IOTHCHE Pa3BUTHETO HA BERINHATE NOJIOBH opradil Ha detyca (Bx. TOUKA 4.4). B criepMata Ha JIHIA,
TPHEMAIIY AYTACTEPHI, C& YCTAHOBSBAT MANKK KOIHUECTBA AYTACTepH/. He € H3BECTHO Hany MbKKH detyc
me e TOBMHAH HeraTHBHO, AKO MaliKaTa HMa KOHTAKT ChC CIIePMaTa Ha NAUUEHT, NICKYBaH ¢ AYTaCcTEPHI
(PHCKBT 3a TAKOBA YBPEXKIAHE € Hal{-TONAM Npe3 NbpBute 16 CCAMHUHA OT GpeMeHHOCTTA).

MMoao6Ho Ha BCHUKH HHXHOWTOpH Ha S-anda penykrasara, KOTATO MAPTHROPKATA HA NMALMEHTA & 6pemeHHa
HJIH € BB3MOXHO a 3afpeMeHee, ce IPEerophiBa 1a C& M3MO3Ba Ipe3epBaTUs 110 BPEME Ha TI0JIOB aKT C Lel
Ja ce H30erde KOHTAaKT Ha NapTHHOpKaTa ChC CIEpMaTa Ha IalyeHTa.

TIpHTIOKEHHETO HA TAMCYJIO3HHOB XHIAPOXJIOPHI NPH GPEMEHHH KEHCKH MITBX0BE M 3aHLIA HE ¢ TOKAsano
JAHHH 32 YBpexIaHe Ha mioja.

3a MHGOPMALMA OTHOCHO NMPEAKITMHHYHHTE TaHHH BHKTE TOYKa 5.3.

KrpMeHe
He e u3BecTHO Janu AyTACTEPH HIM TaMCYJIO3HH € CKCKPETHUPAT B KbPMATA TIPY X0pa.

DEPTUTHTET
VMima cpofmiesna, de AyTACTepUH TOBIMABA XaPaKTEPUCTHKHMTC Ha CIEPMAaTa {Hamanasane Ha 6poa Ha

CIIEPMATO30MINTE, OGEMA Ha CTIEPMATA M IOABIKHOCTTA Ha CIIEPMATO3OMNTE) MPH 3APABH MBXKE (BK. TOUKA
5.1). BB3MOXHOCTTA 33 HAMAJNSBAHE HAa MBKKA (QEPTIIATET He MoXe 1a Oble M3KIIoueHa.

P

He ca oleHABaHH edeKTHTEe HA TAMCYIOMHOBMA XMIPOXNOPHA BEpXY Opod Ha Criep
(yHKuHATA Ha CTIepMaTa. 7




4.7 Edextn Bbpxy cnocoGHOCTTa 33 miodHpane B paboTa ¢ MALIHHE

He ca u3pbpBaHy NpoyuBanus 3a edekrure Ha Jlyracrepun/TamcynosuH Akopa BbPXy cnocoGHOCTTa 3a
wodupane ¥ paboTa ¢ MAIIKHHA. BbIpekn ToBa, maumeHTHTe TpAtsa na GpaaT MEGOPMHPAHH 33 BIMOXKHATA
MofBA HA CHMIOTOMH, CBBP3aHi C OPTOCTATHYHA XWIOTOHMA, Karo 3aMaiiBaHe, JOKAaTO NpHeMar
Hyracrepun/TamMcyno3uH AKOpa.

48 HexenaHn JekapcTBeHH Peakiiig

IMpeacTaBeHuTe TI0-GOY NaHEM €34 CBBP3aHE C [PUIOKESHHE HA AYTACTEPHA 386JHO C TAMCYJIO3MH OT 4-
rofuiuen aHanyu3 Ha mpoyupaeto CombAT (KomSunupade Ha Avodart m Tamcynosun — Combination of
Avodart and Tamsulosin), cpassenne Ha gytactepun 0,5 mg u Tamcyno3ud 0,4 mg, NpUICKEHA BEXHBX
OHEBHO 33 YETHPH TOAMHH Kare KOMOWHHpaHa TepanmMid MIH KaTO MOHOTepamud. [emoHCTpHpaHa ¢
GHoekBUBANeHTHOCT Ha JlyracTepuz/TaMCyno3WH AKOpA ¢ GAHOBPEMEHHO MPUNOMKEHH IYTacTepHA H
TAMCYNO3HH (BX. TOUKa 5.2). lameHa ¢ MH(popMalys 1 3a MpOoQUINTE HAa HEKENAHY PeakiUH Ha OTASITHUTE
AKTHBHU BelIecTB2 (ZyTAcTepHA M TaMcylnosmH). OGnpHere BHMMAHHE, Ue He BCHYKHM HEXeNaHHW peakuun,
NOKIAZBaHH 34 OTAENHHTE ChCTABKH, ca chofmarany npu JyTacTepun/TaMCyIO3sHH AKODZ, 4 ¢a BKMOYCHH
34 MH(OPMAIIMA Ha Nekaps, KOHTO NPeNnucBa IeKapeTBOTO.

Hasmu or 4-rogummoro npoyusaHe CombAT mnoxassar, 4€ 4ecTOTATA HA BCHYUKMTE, OUCHEHH OT
H3CIEJOBATENS KaT0 NEeKApCTBEHO-CBbP3aHH HEXKENAHH PEAKIMH NO BpEeME Ha IbpBAaTa, BTODATY, TPETATA H
YETBBLPTATA TFOAMHA OT JIEYeHHeTo, ca Omwm chorsetHo 22%, 6%, 4% u 2% 3a KOMOMHHpaHaTa Tepanus
IYTACTEPUA + TaMCYNO3uH, 5%, 6%, 3% 1 2% 3a MOHOTEpaNHATa ¢ LyTacTepul, u 13%, 5%, 2% n 2% 3a
MOHOTepan#aTa ¢ Tamcynosud. [lo-BHCOKaTa HECTOTAa HA HEXKENAHH JIEKAPCTBSHH PeakuMy B IPYTaTa Ha
KoMGHHUpaHATA TEPanMs INpe3 NBPBATA IOAMHA OT JIGUEHHETO € CBBp3aHa ¢ MO-BUCOKA YECTOTA Ha
HapymIeHWs H4 BB3IPOHM3BOAMTEAHATA CHCTeMa, [O- CHELHANHO Ha HApYIICHMA HA eAKYNalMaTa,
Ha0Ii0faBaHy IPH Ta3H TPYIIA.

OLEHEHHTE OT M3CNENOBATENS KAaTO IEKAPCTREHO-CBBP3AHM HEXENaHH peakuuu K chobnieny ¢ gectora ot 1%
I TIOBEYE M0 BPEME Ha ThPBATA TOMHA OT JIeYeHHeTo, B npoydsaneto CombAT, KIHHIYHHATE IPOYIRAHIA
¢ monotepanua Ha IXI1 u npoyusasero REDUCE ca noxasanu B Tabnuuara no-goiy. B nombiHeHne
HexenaHuTe eeKTH HAa TAMCYJO3MH MO-A0TY e OCHOBABAT HA HAJM4HATa HHGOPMalMd B IyOMHYHOTO
MPOCTPAHCTRO. YecTOTHTE HA HENSTAHHTE PEaKmHA MOXKE A3 C€ MOBHINAT, KOT: aTo €€ H3N0I3Ba KOM| EHHHpaH&
TepPaMia.

YecToTa HA HEXETTAHUTE PEAKLAH, WICHTHGUIMpaHy B KIMHANYHYE [IPOYUBAHUS:

Yectu ( > 1/100 mo < 1/10), Hewectn (> 1/1 000 mo < 1/100), Peaxn (> 1/10 000 no < 1/1 000), Muoro pezka
(< 1/10 000). Bss BCAKa IPyMHMpPOBKa MO cucTemo-opraHHH knacoBe (SOC), HekenaHuTe peakldH ca
MpefcTaBeHN B HU3XOLANI DA [10 OTHOLICHHE HA TAXHATA CEPHO3HOCT.

Cucremo-opranes  |Hexenasun AdyTacrepun+ Jdyracrepun Tamcynosun®
Kjaac pPeAKIHH TaMcynoiui®
Hapyinenus na CHHROTE . . Pemu
HepBHaTa CHCTEMA
Samalipane YecTn - Yectn
I'masobomue - - Heyectu
CrpacuHH Crpaedna
H
apYLIeHHs HEAOCTATBYHOCT HegecTi HevecTi" )
{KombuuaHpaH
TepMHH')
ITasmyATanmuy - -




Cob0BH HapyeHua |(OprocTardiHa - - HeyeerH
XHUITOTOHKHA
PecrapaTopHy, PunuT - - Heuectu
IPBAHK K
MeANACTHHATIHH
HapyLieHHs
CroMalHo-4peBHH | 3anex - - Heuect
HapyUIeHUA
Juapus - - Hegectu
Tanene - - Hewectu
INospoiiane - - Hevectn
Hapywmetus Ha AHrHoezeM - - Penxu
KOXaTta H
NOAKOKHATA ThKay | CHHADOM Ha - - Muoro penxa
Stevens-Johnson
YpruxapHi - - Hexecta
O6pus - - Heuectu
[pypuryc - - Heuectt
Hapyenus Ha [Tpuanuzsm - - MHOro penxH
BBINMPOA3BONUTEIHA z
T4 CHCTeMa I HMIOTEHTHOCT Yectu YecTw -
Thpaata ITpomenero YecTH YecTr®
' (Hamareno) e’
Hapyinenus Ha Yectn Yecru® Yectu
esKynamMaTa’ _
Hapymesus Ha Yectn Yeern®
MITEYHATA
ez’
OO0 HapYLIeHHT 0 | ACTEHHA - - Heuect
edexTH Ha MACTOTO
Ha NIPHIIOKEHHE

* IlyTacTepHL + TAMCYAO3MH: OT Mpoy4yBaHeTo CombAT - 4ecTOTHTE HA HEeXENAHMTE PEaKUMH HAMANABAT N0
BpeMe Ha JISUCHHETO, OT 1-BaTa o 4-Tara roAMHa.

8, JlyracTepuil: OT KIMHKYHHTE [IPOYUBaHRA ¢ MOHOTepanus Ha JIXT1

® TaMcyno3MH: OT ocHosHms Npodun Ha Gesonacuoct B EC (EU Core Safety Profile) na Tamoynosu.

" Mpoyusare REDUCE (. Touka 5.1)

! KoMOMHBPaHUAT TepMHH CHpIEYHA HEIOCTATHYHOCT BKIIOYBA KOHIECTHBHA CHPIASUHA HENOCTATHYHOCT,
CHpIEUHA HENOCTATBYHOCT, IEBOKAMEPHA HEAOCTAaThYHOCT, OCTPa ChpAeYHa HENOCTATEYHOCT, KapaHOreHeH
OK, OCTpa JIEBOKAMEPHZ HENOCTATBUHOCT, [OECHOKAMEPHA HEAOCTATBYHOCT, OCTpa [eCHOKaMepHa
HENIOCTATHPYHOCT, KaMEpPHa  HENOCTAaThYHOCT, KAPAHOMY/AMOHAJIHA  HENOCTATBYHOCT, KOHIECTHBHA
KapAHOMMOTIATHA.

2 Brnousa HANMPEXKeHHE | YroNeMaBaHe Ha IEPIUTE.

3 Tesu HewenaHu peakMH B CEKCYAIHATA (yHKUMA Ce CBBP3IBAT C JEYEHHETO ¢ NyTAacTepn (BKMOYHTIENHO
MOHOTEpanHs ¥ koMOWHALMA C TaMCYJNO3MH). Te3d HEXENaHhW peakudyd MOXe I3 NepCHCTHPAT chef
NpeyCTAHOBABaHE Ha JIEYEHMeTo, PONATA Ha IYTacTepA (10 OTHOIICHHS HR TOBa HNEPCHCTHpaHE HE ©
H3ACHeHa.

" BouBa HaMaJIsBaHe Ha oBema Ha CTIepMaTa.




IPYTH JAHHH

IIpoyusanero REDUCE nokasea no-sucoxa uectora Ha Gleason 8-10 kapuuHOMM Ha mpocTataTa mpi
MEXeTe, JIeKyBaHd ¢ AYTACTEpHI B cpaBHeHue ¢ mmaneGo (Bx. Toukn 4.4 H 5.1}). He e ycTaHOBEHO HAH
ebexThT Ha AYTACTEPMA 33 HaMaLiBaHe offeMa Ha MPOCTATaTa MM CEBP3AHM ¢ NPOYHBAHETO tpakTopH Ca
TIOBTMAAH BLPXY pPe3y/ITaTHTe B TOBA MPOYYBAHE,

CIeMHOTO € AOKNAIBAHO B KTMHHYHM HPOYYBaHHA ¥ MOCTMAPKETHHTOBA yroTpeGa: KaplMHOM Ha repiaTa
npH MBxe (BX. Touka 4.4).

TTocTMAPKETHHIOBH TaHHH
HeskenaHuTe NEKAPCTBEHH Peaki¥y OT TIOCTMAPKETHHIOBOTO HAOMONEHUE B ENHA CBAT €A YCTAHOBEHH OT
CMOHTAHHMTE NOCTMAPKETHHTOBH JOKNIAaNH, TOPaJH KOETO PeiHaTa YeCTOTa He & H3BECTHA.

Aymacmepud
Hapyenus Ha HIMyHHATA CHCTEMA
C HeH3BECTHA YeCTOTa: ANCPTHYHM PEaKLHy, BKIIOYHTENHO 06PHB, CBpGeN, YPTHKAPHA, OTOK U aHTHORZEM.

TlcHxuHl HADYIICHHA
C wewsBecTHA decToTa: Jenpecun

HapytueHs Ha KOKaTa U NOJKOKHATA ThKAH
Hegectr: Anomnensa (3ary6a Ha OKOCMABAHeE, TIABHO 110 TAIOTO), XHIEPTPHX03a.

Hapymenus Ha BPL3MPOH3BONHTENHATA CHCTEMA | BPaTa
C "ewsBecTHa UYecTOTa: bOJNKA W NOAYBAHE HA TECTHCHTE.

Tamcynosun

Io Bpeme Ha MOCTMAPKETHHIOBOTO HA0MONEHHE ChOGIEHHA 33 CHHAPOMA Ha MHTPAONEePaTHBHO aTOHHHHHA
upuc (IFIS), BAPHAHT Ha CHHAPOMA Ba TACHATA 3CHHIIA, IPH ONEPATHBHO NCYEHHE HA KATAPAKTa, C¢ CRBP3BAT
¢ andaranpeHopeLeTOPHUTE AHTATOHHCTH, BKIIOYHTENHO TAMCYIO3HH (BX. TOUKA 4.4).

OcBeH TOBa, BB BPE3KA ¢ ynorpe(ara Ha TaMCYNO3MH C3a AOKIANBaHM MPEACEPAHO MBXKAEHE, apHTMHA,
TAXMKApHis, OHCIHEs, EIMCTAKCHC, 3AMBINIEHO 3peHHe, HapylISHWe Ha 3PeHHETO, epuTeMa synTudopme,
excorMaTHBEH NEPMATHT, HApYLICHHE Ha eAKYJALMATa, PeTporpaiHa eAKyJailid, JIHICA Ha eAKyNalHa U
CYXOTa B ycTara. YecToTara Ha HOKENaHUTe Peaxiliy ¥ PONaATa Ha TAMCYJIO3HH 32 TAXHOTO NpHYHHABAHE HE
Morar fa ObAaT ONpeasnent cbC¢ CHIypHOCT.

CrofingpaHe Ha OAQ3UPAHN HEXENAHH peakIHK

CroGIABAHETO HA TONO3MPAHM HEKENAHW peakuuy 6] pa3pemiasaHe 3a ynoTpeba Ha JeKapcTBEHMSA
npoaykT € BaxHo. ToBa mMO3BONABA fa NPOABIDKA HAOMOJGHHETO HA CHOTHOMICHHETO no3a/pucK 3a
JieKapcTBeHAs MPOAYKT. OT MEHHUMHCKUTE CNEUMANCTH Cé M3MCKBa na CROBINARAT BCAKA NMONO3HPaHA
HEXENAHA PEAKLHMS 1Pe3 HAMOHAIIHA CHCTEMA 3a CholiaBane:

MsnbnuuTeTHa areHLuA 10 TeKapCTBaTa

yi1. ,Jdamsu lpyes"” Ne 8

1303 Codmsa

Ten.: +35 928903417

yeGeaiit: www.bda.bg

49 Ipenozupane

Hsima HanuuHH AaHHM 3a mpejosupame ¢ JHyracrepun/Tamcynosud Axopa. IIpencrapeHara mo-omy
uHopMaLisA OTPa3ABa HATHIHATA HH(QOPMALMSA 38 OTACIHUTE ChCTABKH.




JHymacmepud

Ipy M3MMTBaHUs TPH AOGPOBOIIM Ca TpHAAraHyl efHOKpaTHH IHEBHH JO3H AyTacTEpUi O 40 mg AHERHO
(80 MBTH TepANCRTMYHATA [1033) B MPONBKEHHWE Ha 7 [HH 0e3 3HAYNMH TpoOAEMH, CBbp3aHH ¢
fezomacHocTTa. [IpH KIHHWYHUTE M3MATBAHMA HA YYaCTHHIMTE Ca NpUAAragH A03d OT 5 mg aguesHo 33 6
Mecela 6e3 NOMbITHUTEIHE HEXENaH! PeakLMU CipaMo HaOMOAABAHHTE HPH TePanesTHIHH 1031 OT 0,5 mg.
Hsma cnenpdHuen aHTHAOT HA NyTacTepu, NOpajy TOBA TIPH NOAO3PEHUE 3a NPENO3UPAHE TpabBa Ha ce
Ha3Ha9H DOAXOMAING CHMIITOMATHYHO H TIOATBPKAIIO JEYeHUE.

Tameyrosun

CoBIneHo e OCTPO Tpelo3HpaHe ¢ 5 mg TaMCyJI03BHOB XHIPOXJIOPUL. Ha6monasany ¢a 0cTpa XUMOTOHHA
(CHCTONMYHO KpbBHO HansraHe 70 mm Hg), mospbiuase H AHapyi, KOHTO ca JIGKYBaHW C dmynamo
3aMECTBAHE,KaT0 [AUMEHTHT € W3MMCAH Ome ChIMA AeH. [IpH chydaWTe HA OCTPa XHIOTOHHA CIIEA
npezio3upate TPAGBA Na ce OCHTYPH CHPAEYHO-CHIOBA IOMIPHKKA HA NAMEHTA. KpBBHOTO HalAraHe Moxe
J1a Cé BH3CTAHOBH M CHPACTYHUAT PUTHM Ja ¢& HOPMANM3MPA C NOCTABSHE HA NAIHEHTA B JIETHANO NONOMEHUE.
AKO TOBA HE TIOMOTHE, MOTAT Ia Ce M3MOM3BaT 0GEeMO3aMECTHTENH ¥ IPH HeOOXOAMMOCT BA3OIPeCOPH.
Tpatea ma ce mpocnenssa OvOpednara QyHKUMA M Aa C€ Tpuiara obwonoaaepKamo edeHre, Manko
BEPOATHO € OMamM3aTa Ja MOMOTHE, ThH Karo TaMCyNO3uH € CBBP3aH BBB BUCOKA CTENCH C TAa3MEHHTE
MPOTEHHH,

Morar aa ce B3eMar MepxH 32 3aaBsHe Ha pe30opOLHNATa, KaTO IPEIH3BHKBAHE HA MOBPBILAHC. TTpu npHem Ha
TONEMH KOTMYECTEA TeKapCTBO MOKeE NA C& HANpaBH CTOMAIHA IPOMHBKA M /3 €€ TIPHIIOKAT AKTHBCH BBITICH
H OCMOTHYEH NAKCATHE KaTO HATPHEB CYJI(ar.

5. ®APMAKOJOTHYHU CBOUCTBA
5.1 @apmakoJHAAMHYHH CBOACTBA
({apMakoTepanerTHyHa rpyna: Anda-anpeHopelenTOpHH aHTArOHHCTH, ATC xon: GO4CAS2

JlyTacTepu/TaMCyNo3nH € KOMOWHaups OT ABE JSKapcrBa: MYTacTepui, ABOCH uExuGuTOp HA 5 G-
peaykrasara (5 APH) # TaMCyJO3MHOB XHEPOXIOPHJ, GHTArOHWCT HA CHau aMagpeHopenenTopy. Tesu
JIeKapCTBA MMAT JOITBNIBALIY C& MEXAHH3M Ha JeficTaue, Kouto Gep30 noZoGPABAT CUMITTOMMTE, ITOTOKA HA
YPHHATA H HAMANABAT PUCKA OT OCTpa 33P5XKa HA yPHHATA (O3Y) 1 BeoGXOMMMOCTTA OT OTICPaTHBHA
Hameca 3a JIXTT.

JyTacTepua uHxMGUpa KaKTO THI 1, Taka U TUI 2 H30EH3HMHTE Ha 5 anfa-pemyKTasaTa, KOUTO OTTOBAPAT 32
NPEBPBUIAHETO HA TECTOCTEPOHA B NUXHIPOTECTOCTEPOH (IXT). OXT ¢ oCHOBHHAT aHAPOTEH, OTFOBOPEH 34
HapacTRAHETO Ha mpocTata ¥ paseuthero Ha JIXII. TamcymosuH HHXHUOUPE ola M o1d QAPCHEPTHYHHTE
PELISTITOPH B IJI3KHTE MYCKY: i Ha NPOCTATHATA CTPOMA M B IIMHKATA Ha IMKOYHHA MEXYD. TTpuGAU3HTEHO
75% OT ¢1-PELIENITOPUTE B MPOCTATATA Ca OT CYOTHII Uia

Ilpunoocenue Ha dymacmepud 3ae0H0 ¢ MAMCYIO3UH
IpencTapennTe NO-K0NY AAHHH OTPA3ABAT HAIMYHATA HHPOPMALA 32 JIEHUEHHE ¢ NPIIArane Ha JAYTACTepHI
33eIHO C TAMCYAO3KH,

Jyractepun 0,5 mg/auesto (n = 1623), Tamcynosun 0,4 mg/nEesHo (n = 1611) uan koMGHHAIMA OT
nyracrepun 0,5 mg rumoc TamMcynosuH 0,4 mg (n =1 610) ca OLEHEHY IPH MBAKE ¢ YMEPEHO TeWKa A0 TENKR
cuMITToMaTHKa Ha JIXTT ¢ o6em Ha poctarata >30 ml u cTofinocTu Ha PSA B rpaHuIATe OT 1,5-10 ng/mL B
4-roAHIWIHO MHOTOLEHTPOBO, MYJITHHAUHOHANHO, PaHIOMH3HDARO, IBOHHOCIALIO, HIANMTBAHE B MAapAJICIIHH
rpynd. [pubmmsuremo 53% oOT yyacTHHLMTE ca GunM NexyBaHH B MHHANOTO ¢ MHXHMOMTOp Ha S-anda
peyKTasaTa WIH andya;-aipeHOpeLlenTOPeH aHTAroHNCT. [IbpeHYHATA Kpaiiha TOWKa 34 edmkacHOCT mpes
IBPBYTE 2 TOMAHH OT JiedeHreYo ¢ Guna npomiAHa B cfopa 1o International Prostate Symptom Score (IPSS) -
Mexaynaponen Berpocuuk 3a INpocrariata CHMINTOMATHKA, 8-TOMKOBA CHCTEMA, OCHOB o0 ]
S| ¢ JOMBIHITEREH BBIOPOC 32 KA9eCTBOTO HA XKHBOT. BTOpHYHHTE KpalHKM TOYKH 32 €




FOIMHH ca BKTIOYBATY CKOPOCT Ha BFbPXOBUA ypHHEH NOTOK (Qmax) H 00EMa Ha IPOCTaTaTa. KoMOuHaIAaTa ¢
nocTHrHana 3uaumMocT 3a IPSS or Mecell 3 B cpasHeHWe ¢ AyTacTepun M OT Mecel 9 B cpaBHeHue ¢
TamCyno3uH. 3a Qmax KOMOHHALHMATE € FOCTHIHANA 3HAMMMOCT OT Mecen 6 B CpaBHEHHE ¢ AyTacTepil H
TAMCYNO3HH.

KomOuuMpaHETO HA SYTACTEPHI H TAMCYJIO3HH OCHIYPABA [10-TOJSMO nofoGpeHHe Ha CPABHEHHE C BCAKA OT
CHCTABKMTE, NMPUJIOMKEHa CaMOCTOATeNHo. Creld 2 NOIMHM JISUEHHE, KOMOMHHpaHATa Tepamyf € nokasala
CTATHCTAYECKO 3HAYHMO CpPENHO TNopoOpeHHe Ha pesynTaTHTE OT cBopoBere Ha CHMIITOMHTE CIIPAMO
HM3XOOHATA CTOMHOCT ¢ -6,2 eqHHUIH,

Kopurupanoto cpeiHo monoGpeHMe Ha CKOPOCTTa HA YPHHHUA TIOTOK OT H3XOILHHMTE CTOffHOCTH €
2,4 ml/cexyHna 3a enHoBpeMeHHaTa Tepamus, 1,9 ml/cexyHna 3a AyTacTepHn H 0,9 ml/cexynma 3a
Tamcy103uH, Koprrupanoro cpenso nonobpenue Ha BPH Impact Index (BIT) or usxoanuTe CToMHOCTH € -2,1
e/MHUIM 33 eIHOBpEMeHHaTa Teparys, -1,7 3a myTactepun M -1,5 3a TaMCYNO3MH. Tesn nomobpends B
CKOPOCTTA Ha YPHUHHUA NOTOK W BII ¢a CTATHCTHIECKH 3HAUHMH 33 KOMOHWHHpaHATA TEPAIHd B CpagHEHNRE ©
MOHOTEpAIHs ¢ KOSTO M Aa & OT JBeTe NeKapCTBa.

Hamarenuero Ha ofmms npocTaten ofem M ofeMa Ha npexoiHaTa 30HA cnenl 2 TOIMHHM JeUSHHE €
CTATHCTHYECKH 3HAYHMO 32 KOMOHHHPAHATA Teparus B CpaBHEHHe C MOHOTEpanyA ¢ TAMCYJIO3HH.

TepBHyHaTa KpaliHa Touka 33 eUKAcHOCT IIPH 4 TOJMIUHO JIEYEHUE & 6ua BpeMeTo [0 ITEPBHA CNyyalf Ha
O3V unu xupyprauHa Hameca, cBep3ana ¢ JXII. Cren 4 rogumHO neyeHue, KOMOHHHpaHaTa TEPamus
CTATHCTHUECKY 3HAYMMO HamMangsa pucka oT O3V uMmu xHMpYpriiHa Hameca, CBbp3aHa ¢ JIXTT (65,8%
HamaneHue Ha prcka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHEHHE ¢ MOHOTepamus ¢ TAMCYIO3HH.
Cnyyaure Ha O3Y HIM XKpyprHYHa HaMeca, CBERp3aHa ¢ IXI1 no lommea 4 ca Guma 4,2% npu
koMOuHUpasaTa Tepanmks u 11,9% 3a tamcynosun (p<0,001). B cpasHeHHe ¢ MOHOTEpamHA ¢ AYTACTEPUI,
KOMOHHHPAHATA TEparmMs HamanAsa pucka or O3Y WM XMpYprudHa Hameca, CEbp3aHa ¢ AXI1 ¢ 19,6%
(p=0,18 [95% CI -10,9% mo 41,7%]). Cryuaure Ha O3Y Hymu XMpYPTHUHA Hameca, CBbp3aHa C OXIT mo
Tonuna 4 ca 5,2% 3a AyTacrepHi.

BropuunuTe KpaliHM TOYKY 3@ e(MKACHOCT Ciell 4 TOAMIUHO NeHeHHe Ca BKJIOUBAIH BpEME N0 KIHHMTHA
nporpecus (neuHUpaHa KaTo CHBKYOHOCT OT; IPSS BRowapane ¢ >4 1ouku, cioydas Ha O3Y, cebp3aHo C
JIXTI, unkoHTHHeHIHs, HHbeKuys Ha nukounnTe meTHa (UTI) # HBOpedna HeOCTATHYHOCT), HPOMAHA B
International Prostate Symptom Score (IPSS), ckopocT Ha BBPXOBHA yPHHEH TOTOK {Quex} 1 00eM HZ
npocrarara. IPSS e 8-ToukoBa cucTema, ocHoBasama ce Ha AUA-SI ¢ IOMBIHATENCH BRIPOC 32 KAYECTBOTO
Ha KMBOT. Pesynrarute ciel 4-roaiIiHoO JeYeHHe C& IPEICTABEHH N0-I0NY:

IapameTsp MoMeHT BbB BpEMETO Kom6unanus dyractepnn Tamcynosuy
03V umn YecToTa B Mecen 48 4,2 5,2 11,9
XHPYPrHYHA

HaMeca, CBEP3aHa

¢ JIXIT (%)

Krnunyana Mecen 48 12,6 17,8° 21,5%

nporpecun* (%)

IPSS (emumyinu)  [M3xo0nHa cTOMHOCT] [16,6] [16,4} [16,4]
Mecery 48 (mpoMswa oT H3xonHaTa -6,3 -5,35 -3,88
cTOMHOCT)

Quax (m/sec) [m3x0mHa cTOHHOCT] [10,9] [10,6] [10,7]
Meceny 48 ({(mpomssa OT u3xXoAHaTa 2,4 2,0 0,7°

CTOMHOCT)




OfeM Ha [MzX0AHA CTOHHOCT] [54,7] [54,6] [55,8]

npocrarata (ml)  Mecen 48 (% npoMaHa OT U3X0AHATA 27,3 -28,0 +4,6°
CTOMHOCT) '

OfeM Ha [#3xomuHa croftvocT] (27,71 [30,3] [30,5]

npexoaHata 3o0Ha  Mecelt 48 (% mpomaHa OT H3X0IHATA -17,9 -26,5 18,2°

Ha NpocTarara cToitHOCT)

(ml)*

Hugexc ua [M3%0mza cTOHHOCT] [5,3] [5,3] [5,3]

pisiie aa JIXI1  Mecer 48 (mpomAra OT H3X0OHATA 222 -1,8° -1,22

(BID) (emuanumM)  CTOMHOCT)

IPSS Bempoc 8 [U3x0aHa cTolHOCT] [3.6] [3.6] [3,6]
(3apasex crarye, Mecen 48 (mpoMsHa OT H3XOZHATA -1,5 -1,3° -1,18
cebp3ad ¢ JXIT)  cToliHocT)

(emuHMIH)

M3xonuuTe CTONHOCTH ca CpeHH CTOHHOCTH M IIPOMEHH OT H3XOAHUTE CA KOPUTHPAHH CDEHHY MPOMCHH.

* KMHHuHaTa mporpecus e aeduHMpala KaTo ChBKYITHOCT OT: IPSS promasane ¢ >4 ToykH, cayyan Ha 3V,
cebp3ano ¢ JXIT, makontunennua, UTI u 680peuna HeA0CTaThYHOCT.

# Wamepen Ha n36panu MecTa {13% 0T paHIOMH3HPAHHTE NalHEHTH)

a. KomM6uuammaTa e mocTrHana ssauumoct (p<0,001) cnpamo Tamcynosun npes Mecen 48

6. KomOuRauwsTa e mocTHrHana spaummoct (p<0,001) cipsiMo ayTactepun npes Mecer; 48

Hymacmepud

B Tpu AByroAMIIHH MHOTOLIEHTPOBH, MHOTOHAIHOHAIHH, KOHTPOIHPAHH ¢ T1ane6o MBOHHOCIENH KIHHIHI
M3TIATBAHMS 33 OLIEHKa Ha e(UKACHOCTTa Ca CPABHABAHM AyTacTepun 0,5 mg AHEBHO HIM Taneto npu 4325
MBIKE C YMEPEHO TekKa /10 Texka caMnroMaruka Ha JIXT1, ¢ o6em Ba npocTarara >30ml u crotiHoct Ha PSA
B Iuanazona 1,5-10 ng/ml. BrnocneacTBue Te3H M3MMTBAHKA Ca NPOABDKHIM C OTBOPEHO HPOXLIIKEHHE A0
4 TONMHM TIPY BCHYKK NAIHEHTH, KOMTO ¢ OCTAHATM B MPOYUBAHETO H ¢ MPHEMAH ChILaTa 1033 AyTaCTCpUA
0,5mg. 37% OT MbpROHAYANHO PaHIOMU3HpaHWTE Ha IUalneto NAUMEeHTH H 40% or IAUeHTHTE,
PAHEOMUIAPAHH HA AyTACTEpHJ, C4 OCTAHANH B MPOYYBAHETO 3a 4 TOXMHH. [lo-rojisMa HacT (71%) ot 2 340
YUaCTHHIH B OTBOPEHOTO [IPOXB/DKEHHE C4 3aBLPLIKIH JBETe NOITBIHHTE/HA FOAKHH HA OTBOPEHO JIEIEHHE.

Haii-BaXXHHTe mapaMeTpy 32 KnuuudHa edukacHocT ca Ounn CHMITOMATHYEH MHIEKC HA AMEpHKAaHCKaTa
yponormyna acoumauus (American Urological Association Symptom Index, AUA-S]), pPEpxoBHA ypiuHEH
0ToK (Quax) ¥ MECTOTATE Ha OCTPO 3a/bpIkane HA YPHHA M XMpYpPrudecka Hameca, cBbp3ana ¢ XTI

AUA-SI npencrasiapa 7-TOYKOB BEIPOCHHK 3a JIXII-CBBP3aHaTa CHMITTOMATHKE 35, C MaKCHMaleH cOop 35.
Cpeauust uzxonen cGop e Gun mpubixsurenHo 17. Cnen 6 Mecella, elHa ¥ JBE MofWHH, NAIHEHTHTE B
rpymara Ha iaueto ca MMati CpeliHo nogoSpesue Cbe ChOTBETHO 2,5; 2,5 1 2,3 TOUKH, J0KaTO B IPyIarTa Ha
Avodart mogoGpeHmero ¢ 6mmo cworBerHo ¢ 3,2; 3,8 W 4,5 ToukM. Pa3mMKMTE Mexny rpyndre ca
craTHCTHIECKH 3Hayumm. Ilopobpennero mo AUA-SI, Habmopasaso mpe3 MbpBuTe ABE TOAMHH OT
NBOMHOCIANO JIeUeHHe, € TPONBIDKWIO M MO BPEME Ha NBETe MNONBJHHTENHHW TOAWHM Ha OTBOPEHOTO
YIBIDKABaHE Ha [IPOYUBAHHATA.

Quax (MAKCHMATEH YPWHEH Ne0UT):
CpelHHSAT H3X0eH Quuex B HIMATBAHUATA ¢ 61N npubmasuTenso 10 ml/sec (HopMaeH (max >15 ml/sec). Crnen
eIHA ¥ IBE TONMHM JIeUeHHe CKOpOCTTa Ha MAKCHMATHMA YPHMHEH AeGHT B rpynara Ha mnauebo e Guia
nopoGpena crotBeTHO ¢ 0,8 1 0,9 ml/sec, a B rpynara Ha Avodart - ceotserHo ¢ 1,7 H 2,0 ml/sec. Pazmukara
MEX(Ty TPYTIMTe € GHna CTAaTHCTHYECKH 2HAYMMa 33 MecenwTe oT | 1o 24. [ToBHIIABAHETO HA CKOPOCTTA Ha
MAaKCHMaNHHA YpHHeH ne0uT, HabmomgasaHo Npe3 IbPEHTE 2 ToOvHE Ha OBOHHOCIANOTO NeueHHe, €
POOBIDKAAC H TIPe3 ABETE AOMBIHHTEAHY FOIAUHH Ha OTBOPERHO MPOCHENBAHE.




OCTpO 3axbprKaHe Ha YPHUHA H XHPYPIrUUECKa HAMeCa:

CreJl IBYTONHIUHO NEYeHHEe HeCTOTATA HA CIyYaWTe ¢ OCTpO 3aMbpiaHe Ha ypuHa e 4,2 % B rpynara Ha
nnauebo crpsmo 1,8 % B rpymara na Avodart (57 % Hamanenue Ha pucka). TasH pa3iiKa € CTATHCTHIECKH
3HAYMMA W 03HAYaBA, Ye 33 Ja ce u3berne emun cayuai na O3V Tpabsa Aa ce nexybaT 42 nauuentH (95% CI
30-73) B npOIOBIKEHHE Ha ABE TOAHHY,

YecTorara Ha chhp3anata ¢ JIXIT xupypruuna HaMeca Clie ABe ronvHy € Guna 4,1 % B rpynara Ha [auebo
u 2,2% B rpynara Ha Avodart (48% HamaneHue Ha pucka). Tasy pa3jika € CTATUCTUMECKH 3WAdnMa 1
03HAYABE, Y€ 34 [& C& W3GETHE eMH CIIyHail Ha XUpypPruyHa HaMeca Tps6Ba fa ce Jekysar 51 naumentn (95%
CI 33 - 109) B mpogpKEHHE HANBE TOOVHH.

PasnpeneneHne Ha OKOCMABAHETO!

EeKThT Ha NyTACTEPHA BBPXY pasnpelencHHeTo HA OKOCMABAHETO He € OMUHANHO IPOYYRaH MO BpeMe Ha
dasa I1I nporpamara, obaue, MEXHGHTOPHTE Ha 5 anda-penyKkrasara MOXKe Ia HAMAIST 3arybara Ha koca ¥ Ja
VHIYUMpAT pacTexa # Npu JTMLa ¢ MBYKKA THI 3ary0a Ha Koca (MbXKa aHAPOTeHHA alloTerHA).

Tupounaa QyHEUES:

TupounHaTa YHKUMA € OUEHEHa B €AHOTOJAMIIHO MpOYYBaHE NpPH 3mpasH Mxke. Hupara Ha ceoGonmmA
THPOKCHH ¢a CTAaSH/IHY TIO BpeMe Ha JIEYEHHMETO ¢ LyTacteprs, Ho Hupara Ha TSH ca nexo nopumern (¢
0,4 MCIU/ml) B cpapHenwe c mianebo B Kpas Ha eIHOroAMImIHOTO nederme, Toii karo TSH HuBara ca
papuabuman, cpennnte TSH croimoctn (1,4 - 1,9 MCIU/ml) ocrasar B pedepenthn rpanmm (0,5 - 5/6
MCIU/ml), HusaTa Ha CBOGOIHNS THPOKCHH ca CTAGKIHU B pe(epeHTHI IPaHuLM H ¢a ofo6Hu 3a wialeGo 1
NEYEHHETO ¢ AyTacTepu, npomennte npu TSH He ce curTaT 32 KIMHHYHO 3HaUMMH. HsMa nokasarencrea ot
BCHYKH KIMHHYHY I[POY4BaHK, ue AyTaCTePHJ, IOBIUABA HErATHRHO THPOHIHATA (yHKIMSL.

Hopoobpasypanua Ha MIEUHATA JKJIE3a:

B ABYTORMUIHE KFHHWTHH H3MUTBRHHUA, OCHIYPABAINK 3 374 NMauieHTOroANHH EXCIO3HIMA KbM AYTacTepuy,
M IO BpEME Ha PErHCTPALMATA B ABYFOIHMIIHOTO OTBOPEHO NPONBIKEHHE, Ca NOKIAABAaHW 2 Clyyas Ha
KaplMHOM Ha EPIATA MPH MBXE NpW NAlMEHTHTe, NeKyBaHM ¢ AyTacTepunl, MauMeHT Ha nnaneGo. B 4-
rogumuute npoyusanus CombAT u REDUCE, ocurypssamy 17489 manueHT-roOAMHH €KCHOIMIHA KBM
IyTactepia ¥ 5027 mauHeHT-TOMMHH eKCTIO3MIMA KbM KOMOMHALmATA OT NYTACTePHI H TAMCY/MO3HH, HAMA
IOKIaABaHH CAYHAH Ha KApLHHOM HA I'bPIATa B TPETHPAHHTE IPYIIH.

Jise ciydali-KOHTPONMPAHH eMHAEMHONOTHYHY [IPOYIBaHHAA, eHOTo nposeneno B CAILL (n=339 ciyyas Ha
KapIMHOM Ha I'bpfata H n=6 780 KoHTpomm) H Apyro B GasaTa JaKHM Ha 31paBeona3sadero Ha OGeMHHEHO
xpascTso (n=398 crydas Ha KapUEHOM Ha repaara ¥ n=3 930 koHTponH), He MOKA3BAT YBE/IMYABaHe HA PUCKa
OT pa3BUTHE HA KAPUHHOM Ha TBHPAATA TPH MEXe, CBbP3aH ¢ ynorpebara Ba 5 ARIs (x Touka 4.4).
PesynraTHTe OT OBPBOTO NPOYYBaHe HE YCTAHOBABAT MOJNOKHTENHA BPE3KA 38 KADLHHOM HA TEpAata OpH
Mbke (penaTuBeH puck ipd ynmorpeba > 1 roauHa Npead SHATHOCTHIMPAHETO Ha KaplMHOM Ha rbpAaTa B
cpasHeHue ¢ yrorpeSa < 1 romuua: 0,70: 95% CI 0,34; 1,45). TIpi BTOpOTO MPOYyYBaHE, NIPHOTHMIUTETHOTO
CHOTHOIIIGHHE HA LIAHCOBETE 33 KapUMHOM HA I'bPAAT4, CBBP3aH ¢ ymnoTpebara Ha 5 ARIs B cpaBHEHHE C
nuncara Ha ynotpeGa e 1,08: 95% CI 0,62; 1,87).

[TpHYHHHO-CIENICTBEHA BPB3Ka MEXKIY YECTOTATA Ha KAPLHHOMA Ha bPAATa NPH MBXEe M IPOIb/LKHTeIHATA
ynotpeda Ha 1yTACTepHI He & YCTaHOBEHA.

ToBnunBaxe Ha MBIKKHST QepTRINTET:
Edexrute Ha AyTacTepun, npumaraH B mosza 0,5 mg/nHeBHO, BBEPXY XapaKTeDHCTHKHTE Ha CIEpMaTa ¢a
OLIeHABAHH NPH 3ApaBH JOGPOBOJILM HA BB3PACT MexkIy 18 u 52 romunu (n=27 myTactepun, n=23 nnauedo), B
NpoNBIKeHMe Ha 52 ceMuuy M 24 cenMuuM JOUBIHHTENHO NpociensBaHe crel jedenuero. Ha 52-ta
cenMuLa € HAOMIONABAHO CpEAHO TIPONEHTHO HAMANABAHE COPAMO HM3XONHMTe Ha ofuwma GpoH
cnepMaro30iay, ofeMa Ha CTiepMaTa M Ha NOABMKHOCTTA Ha CTICPMATO30MIHTE — CHOTBETHO 23%, 26% u
18% B rpynara, MpHeMallla AYTacTepyyl, cjiell KOPUIHPaHEe CIPAMO OTKIOHEHHATA OT M3XOAHHTE. CTONHOCTH
OpH Ipynara, npaemama rageto. KoRueHTpauuaTa B MOpQOIOTHATa Ha CIIEpMaTa HE ¢
24-Te ceIMHUIHM Ha TIPOCHENABAHETO, CPeAHATA IIPOLICHTHA MpoMAHa B 001K Opol Ha ¢




rpynara, IpHeMana KYTacTEpHA, OcTasa ¢ 23% Mo-HECKa OT M3XoAHATa. Jloxaro CpemHuTe CTOHHOCTH Ra
BCHYKH MapaMeTpy INpe3 LEUIOTO BPEMe OCTaBaT B pefiepeHTHH IPAHMLM W HE NOCTUraT NpeIBapuTeIHO
ONpeselieHHTe KpUTEpUY 3a KIMHWYHO 3HauuMa mpomsana (30%), Mpu OBaMa OT MBHKETE, NpHEMam
IyTacTepUl, OPOAT Ha CIEPMATO30HMANTE € Hamasin rosede oT 90%, B cpaBHEHHE ¢ M3XOJHHS, Ha 52-1a
CeNMULA M YACTHYHO CE & BB3CTAHOBMI Ha 24-Ta CefMHUA OT [epHOZA Ha TpocneliibaHe. BBIMOKROCTTA 32
HAMAJIABAHE HA MBXKKHSA QEepTHAHTET He MOXe Ja Oble H3KII09eHa.

CEpASYHO-CHI0BH HEKEHAHH PEaKUHH!

B enno 4-roapmmo npoyusade mpu JIXII ¢ myracrepun B KOMOUHANIMS € TAMCYRO3HH IpH 4 844 mBxe
(npoyusanero CombAT) 4ecToTaTa Ha KOMOMHUpaHHs TePMHMH CBpIEYHa HENOCTATRHHOCT B Ipylara,
npremaima xomGurawusta (14/1 610, 0,9%) e Omna no-BucoKa, OTKONKOTO B KOATO H 1A & OT IPYIHTE Ha
MOHOTEpaimus: AyTacrepra, (4/1 623, 0,2%) i Tamcynosun, (10/1 611, 0,6%).

B oTaenHo 4-roguimHO Mpoyysade upu 8 231 Meame Ha BBapacT oT 50 ao 75, ¢ MpeAIIECTBAllA HETATHBHA
GHOIICHA 3a KAPLMHOM HA IPOCTATATA M H3XONHM CTOHHOCTH Ha PSA mexny 2,5 ng/ml 1 10,0 ng/ml npn
MBXKeTe Ha Br3pact oT 50 o 60 romuam, nau 3 ng/m! v 10,0 ng/ml npu MbxeTe HA BH3PACT Hall 60 roauHK
(npoyusanero REDUCE), 4ecToTaTa Ha KOMOHHHPAHUA TEPMHH ChPALYHA HEAOCTATEYHOCT & NO-BACOKA DU
YUACTHMLIMTE, NpHeMallM pnytacTepua 0,5 mg memwbx axeBHo (30/4 105, 0,7%), OTKOJKOTO IIpH
yuacTHHUMTe, Mpuemaum wraneo (16/4 126, 0,4%). Post-hoc awamas Ha TOBa MpOYUBAHE MOKA3BA NO-
BHCOKA 9YecTOTA Ha KOMOMHHPAHHA TEPMHMH ChpACUHA HEAOCTATHUHOCT NPH YHACTHHUMTE, MpHCMAlH
EIHOBPEMEHHO NYTAcTepHA M andaraapeHOpelenTopeH AHTAarOHHCT (12/1 152,1,0%), B cpaBHeHHe ¢
YYACTHHMIMTE, TIpHeMaly ayracTepun Ges anarapeHOPELENTOPEH aHTArCHUCT (18/2 953, 0.6°mnaneto u
anda;-anperopenentopen antaroHucr (1/1 399, <0,1%), wm mnauebo Ges afpeHOPELETITOPEH AHTATOHACT
(15/2 727,0,6%).

B emWH MeraaHa M3 OT 12 paHAOMH3HpaHH, Nnanebo- Wi KOMOApaTop-KOHTPOIMpPAaH¥ KIMHMYHH
npoyupanua (=18 802), OLCHABAMM PACKOBETE OT MOSBA HA CHPICYHO-CHOOBH HEHKENAHH PEAKLMM IpH
ynotpeGata Ha [OyTacTephi (4pe3 CpaBHEHME C KOHTDO/IM), He C€a YCTAHOBEHM MOCNELOBATEIHH
CTATHCTHUECKH 3HAUMMM [IOKAYBAHHS Ha PHCKa OT chpaeuHa HemoctarsuHoct (RR 1,05; 95% CI0,71; 1,57,
ocTsp Muokapaen uudapkr (RR 1,00; 95% CI 0,77; 1,30) wmu uncyat (RR 1,20; 95% CI 0,88; 1,64).

KapiuHom Ha MpoCTaTaTa ¥ BACOKOCTENEHHH TYMODH:

B egno 4-romMIuHO cpapeeHue Ha nmane6o w gyTacrepHn npu 8 231 mbke Ha BB3PACT OT 50 no 75, ¢
npenmecTbama HeraTBHa CHONCHA 3a KApUMHOM Ha NpOCTaTara M W3XONHH crofiHocTy Ha PSA mexnmy 2,5
ng/ml u 10,0 ng/ml npu MbeTe Ha Bp3pacT oT 50 g0 60 romuum, umm 3 ng/ml 1 10,0 ng/ml npu MbxKeETE HA
Bb3pacT Haa 60 romuay (mpoyuearero REDUCE), 6 706 y9acTHHOH ¢a ¢ HAIMYHH A2HHH OT THHKOHINICHA
GHOMCHA HA POCTATATA (MPEAHMHO GHONCHH TI0 IIPOTOKO/IA HA MPOYYBAHETO) 33 aHAIM3 33 ONPENC/ite Ha
Gleason cGopopere. 1517 MDA ca AMArHOCTHIMpAaHM ¢ KaplMHOM Ha OpOCTaTara B IPOYIBAHETO.
BOJIIMHCTBOTO OT YCTAHOBEHHTE Upe3 GHONCHA KApUMHOMH Ha [POCTarara B JBETe TPETHpaHW TPYIH ca
JHATHOCTHIMpaHy KaTo HuckocTenenHH (Gleason 5-6, 70%).

Vcranoeena € mo-BAUceka vectoTa Ha Gleason 8-10 xapuuHOMY Ha NPOCTATATA NPH FPYNATa HA JYTACTCPHI
(m=29, 0,9%), cpapHeHa ¢ Tpymarta Ha miauebo (=19, 0,6%) (p=0,15). B ronuxu 1-2, GpoAT Ha /IHIATA C
Gleason 8-10 kaplIMHOMH e CXOlieH Tpy rpymiata Ha Ayracrepus (m=17, 0,5%) u rpynara Ha mnanebo (n=18,
0,5%). B romumu 3-4, noeede Gleason 8-10 KapuMHOMH ¢a JHATHOCTHUMDaHH B IPynata Ha AyTacTepun
(1=12,0,5%) B cpaBrenne ¢ nnauebo rpynara (n=1, <0,1%) (p=0,0035). HamMa HaTHIHY TAHHH 38 etekTa Ha
NYTacTEpHI 3a MOBEHE OT 4 TONMHH TIPH MBXKE C PHCK OT KapuumoM Ha mpocrarara. [lpoueHTBT Ha
y9aCTHHIMTE, AUarHocTHUApanH ¢ Gleason 8-10 kapuuHOMH ce 32112382 B TEUEHUE HA NIEPHOIATE OT BPEME B
npoygsaneto (CopuHn 1-2 u Toguhu 3-4) B rpynara Ha LyTacTepHI (0,5% BBHB BCEKM NIEPHOA OT BpEME),
JOKaTO NIpH IWIane6o rpynaTa, NPOLEHTET HA yYACTHHIINTE, THarAocTumpany ¢ Gleason 8-10 xapuyHOMH €
n0-HHCBK npe3 NomuHu 3-4, oTkonkoTo npes Fomumn 1-2 (<0,1% cpemy 0,5%, CHOTBETHO) (BX. TOUKS 4.4).
Hama pasimka B uectoTata Ha Gleason 7-10 kapumHoMuTe (p=0,81).

Hopu cmyyay Ha Gleason 8-10 kaplHHOMM Ha IIPOCTATATA.




B enmo 4-roguuso npoyusade mpu IXIT (CombAT), kbpaero HMa 3aXBIUKHTEIHW CTOPEN MPOTOKONA
GUONCHY ¥ BCHUKM HHArHO3M HA KAPIMHOMA Ha IIPOcTaTaTa ¢a Gasupati Ha GUONICHH N3BBH NPOTOKONA (npu
HANHYHe Ha KIMHMOREK RHANKAUMHE 3a Guonews), mpouentute Ha Gleason 8-10 xapuuHOM ca (n=8, 0,5%) 3a
ayracreput, (n=1 1, 0,7%) 3a TamMcymnosuH u (n=5, 0,3%) 3a KOMOHMHHpaHATa Tepanms.

UeTupit Pa3MUHY ENUAEMHUONOTHYHY, TOMYIALUMOHHO-0a3upaHy TPOYBaHUA {nBe oT koMTO OasHpaHH Ha
ofma nonynaums ot 174 895, eaHo Ha momynamus ot 13 892 u efHO Ha NMOMyJAlNA OT 38 058) moxasear, 4e
yrotpeiara Ha S5-aida peAyKTasHH HHXUOHTOPH He e CBBP3aHa ¢ N0ABaTa Ha BHCOKOCTETIEHHH KapuUMHOMH Ha
TIPOCTATATA, HUTO ChC CMBPTHOCT OT KapLUHHOM Ha POCTATaTa MIIH o01aTa CMBPTHOCT.

Bph3kata Mexy TyTACTEPHII H BHCOKOCTEIIEHEH KapUMHOM HA POCTATATA HE ¢ ACHA.

EdekTy BbpXy CexcyanHata (hyHKIMA:

Edextute na [yracrepun/TaMcyno3uH AKOPE BbPXY CeKCYalHaTa (PMHKIMA ca OLEHEHH B ABOHHO-CILANO,
nnaue6o KOHTPONHUPAHO M3MMTBAHE MK CEKCYaNHO aKTHBHH MBXKE C XTI (n=243 Iyractepun/TaMcy o3t
GSK, n=246 nnane6o). CrarucTrdecku 3Hauumo (p<0,001) no-roaamo MOHIKEHHE (Bnolnaeane) B cKOpa Ha
MSHQ — Men’s Sexual Health Questionnaire (BBIPOCHHK CEKCYATHO 34paBe IIPU 33 MEKe) ce HaDMoaaea Ha
12-Hs Mecell B KOMOHHMpaHaTa rpyna. [IOHIKEHHETO ¢ CBBP3aHO OCHOBHO C BJIOMIABAHE HA eAKYJIALMATA I
[IOCTHOTO YIOBTETBOPEHHE, OTKOAKOTO ¢ epekuyaATa. Tesn edekTH HE Ca MOBIMIN HA BHINPHEMAHETO Ha
YYACTHUIIHTE B M3MMTBAHETO 33 AYTACTCPH/TAMCYIIO3HH, KOETO ¢ OUJIO OLHEHA ChC CTATHCTHICCHI 3HATMMA
TNO-TONAMA YHOBJIETBOPEHOCT TIO BPEME HA W3MHTBAHETO, B CPABHEHHE C mnanefo (p<0.05). Ilpu ToRa
WAMHTRAHE Ca Bh3HAKHATH HEXeJaHH PeaKkiiiy B ceKcyanHata (yHKIs o Bpeme Ha 12-MecedHOTO NeueHHe
¥ IPHGIM3UTEIHO [TOJIOBHHATA OT TAX ¢4 OT3BYHAIH B [IPOIBIDKEHHS HA 6 Mecela clIel ICIeHHETO.

KoMGHHALMATA TyTACTEPHITAMCYIO3HH U MOHOTEPANUATA ¢ OYTaCTEPHI MOTAT a MPEN3BHKAT HEKENAHH
PEAKIMH B cexcyanHara QyHKIma (BixTe ToUKa 4.8).

KakTo ce HaOooaBa M NpH APYrd KIHHWYEM U3NMTBAHUA, BKMOYHTENHO TPH CombAT u REDUCE,
qecTOTATA HA HEXESMAHHTE Peakiud MO OTHOLICHHe Ha CeKCyanHara (QYHKIWS HaMaideRa ¢ TEHEHHE HA
BPEMETO TIPH MPOABHKHTENHA Teparns.

Tamcynozun

TamCyno3KH NOBUINABA CKOPOCTTA HA BBPXOBHS yPHHEH NOTOK. Hamanasa oOCTPYKUEATA Ype3 OTIYCKaHe Ha
IAZKATE MYCKYIH Ha TpOCTaTa M YPeTpara, KATO [0fo0p#ABa MUKIMOHHWTE CHMITOMI. Cplio TaK4,
NeKapCTBOTO NONOGPABA CHMITOMHTE Ha CHXPaHEHHE, 33 KOMTO BaXHA POJIA Hrpac HecTalUMHOCTTa Ha
nukouHAs Mexyp. Tean edeKTH BbpXy CHMITOMUTE, CBHP3aHH C IPSCTOA HA YPHHATA H BBPXY MUKUIOHHHTS
CHMITOMH Ce TIOIBPIKAT 10 BpEMe Ha NPOITBDKHTENHE Tepanyus. HeoGXonMMOCTTa OT XUpYpririiia HaMeca
HJIH KaTeTepu3alya 3Ha9MTeHO ce 3a0aBAT.

0 -3ApPEHOPELETITOPHATE AHTArOHUCTH MOXe Ja NOHMKAT KpBBHOTO HAJAraHe qpe3 HaMaxsiBaHE Ha
nepﬂq:epﬂa'ra PE3MCTEHTHOCT. He e HaOmKOAaBaHO KIMHMYHO 3HAYHMO HAMAIABAHE HA KPBBHOTO HaATaHE o
BpeMeE Ha WINMHTBAHKA C TaMCYNTO3HH.

5.2 MapMaKOKHHETHYHH CBOICTEA

JleMOHCTPHpAHa € OHOSKBMBANEHTHOCT MEXIY IyTaCTEPHU/TAMCYNO3HH M CBBMECTHO NPHIOXEHHC Ha
IYTacTepHI i TAMCYIIO3MH KanCyIH NOOTASIHO.

TIpoBefeHO € MpoyuBaHe 3a OMOEKBMBANEHTHOCT C ENHOKpaTHAa J03a HA IMAIHO H crnel XpaHeHe.
Ha6monasato e 30% naMancHie Ha Caee 33 TAMCYO3HHOBRA KOMIIOHEHT OT JAYTacTEPHIL/TAMCYIO3UH e,
XpaHeHe B CpABHEHWE CbC CTOHHOCTHTE Ha MNIANHO. XpaHaTa HAMA edexr pppxy AUC Ha Tame




Ab6copbums

Hymacmepud

Criex mepopaneH NpHeM Ha SNHOKDaTHa A03a Ayracrepun 0,5 mg BpeMeTo A0 AOCTWIAHE HA MaKCHMAJTHI
KOHLIGHTPALIMK Ha JyTacTepi B cepyMa ¢ 1 1o 3 yaca. AGcomorHaTa GHOHATHYHOCT € npubsusuTenHo 60%.
BHOHANMYHOCTTA Ha AyTACTEPKA HE CE [IOBNHABA OT PHEMA HA XpaHa.

Tamcyaosut

TaMcyAQ3¥H ce Pe30pOHpa OT YPEBHATA JHIABHLA ¥ HMA [IOUTH NbIHA fuoHamHUHOCT, CKOpOCTTA H CTENCHTA
Ha aGcopGuusTa HA TAMCY/O3HH HamanasaT 30 MHRYTH Cef XpaHeHe. Exnakpoct Ha aGeopOuyaTa MOXe Ja
Ce TIOCTHTHE ¢ MIpHeM OT MAllHeHTa Ha JAyTACTEPHA/TAMCYNIO3MH el elHO M CBIIO XpaHeHe 3a IeHA.
TaMcyII03HH MOKa3Ba MPOTIOPLINOHANHA Ha [I03aTA MIa3MEeHA eKCTIOHLIHA.

Ciex NpHEM Ha GAHOKDATHA 1032 TAMCYIO3HH CTe/i XPaHeHe, IIA3MERHTE KOHUCHTPAUKM Ha TaMCyJIO3MH
JOCTHTAT Hali-BHCOKO HHBO CIE OKOJIO 6 Yaca, M B PABHOBECHO ChCTOSHME, KOSTO & JOCTHIA Ha 5-Tus JeH
OT MHOTOKPATHOTO JI03HPAHE, CPEAHATA PABHOBECHE Crwx [IPY TTALHEHTHTE € OKONO BE TPETH NO-BHCOKA OT
JOCTHIHATATA ¢Jiefl eAHOKpaTHa 03a. BBIpeku ye ToBa ¢ HaGMoAaBaHo [P NALHEHTH B CTAPUCCKa BR3PACT,
CHINATA HAXOAKA OM Ce OUaKBana ¥ IIPH MO-MJIAAH MalHeHTH.

Pasipenenenve

Hymacmepuc

Hyracrepun uma rojaam obeM Ha pasnpefieneHne (300 no 500 1) u pucOKa CTEMeH Ha CPBP3BAHE € [UIASMECHATE
nporensy (>99,5 %). Chen npueM Ha JHEBHA [j03a CepYMHHTE KOHLICHTPAIIHA Ha JyTacTepHi JOCTHrat 65%
oT paBHOBecHaTa (steady state) KOHUEHTpaLWs ciell | Mecell M npubnusnTento 90% cnen 3 Mecena.
PasnosecuH (steady state) cepymuy koHnenTpauuy (C38) oT npubmisUTENHO 40 ng/ml ce mocrurar cnen 6-
MecedeH npuem Ha 0,5 mg BB AHeBHO. [IpeMUHABAHETO Ha NyTACTEPHA OT CEPYMa B cIiepMara € CpEaHo
11,5%.

Tamcyrosun
TaMcyno3uH € cBbp3aH B 99% C NIasMEHATE NPOTEHHY IIPH XOpa. O6eMbT My Ha paslIpelelcHie ¢ MarbK
(oxono 0,21/kg).

Buorpancdopmanys

Mymacmepud
JlyTacTepun ce MeTabonu3Hpa B ToNsMa CTeNeH in vivo. In vitro pyTacrepun ce METabOIM3Hpa OT WHTOXPOM
P450 3A4 1 3A5 00 TPH MOHOXUAPOKCHIMPAHA METabONMUTH ¥ e[H AHXWAPOKCHIHPAH MeTafoIHT.

Crnien mepopanieH TipMeM Ha AyracTepun B aosa or 0,5 mg [HeBHO A0 AOCTHrAHETo Ha paBHOBECHA
koHueHTpama ot 1,0% mo 15,4% (cpeano 5,4%) oT mpuerara mosa ce eKCKpeTHpa BEB (eueca Karo
HEmpOMeHeH nyracTepuy. OCTaHATarTa YacT Ce EKCKPETHPA BbB deneca nox ¢opmara Ha 4 OCHOBHH
meTtaGomaTa, IpeacTasassaut 39%, 21%, 7%, 1 7% CBBP3aHH C IEKApCTBOTO BEMIECTBA, H 6 BTOpPOCTEIEHHH
MeTaGoyTa (BoEKH NPEACTARIABALL II0-MAJKO OT 5%). B ypuHarTa [pi HoBexa ce yCTaHOBABAT CaM0 cIeam ot
HerpoMeHen ayTactepun (no-Mamko ot 0,1% ot fosara).

Tamcynosun
He ce Ha®mogasa eHAHTHOMETPHYHA GHOKOHBEPCHA OT TAMCYJIO3UHOB XHIPOXNOPHA [R(-) uaomep] B S(+)
u3oMep NpH xopaTa. TAMCYNO3MHAST XMADOXIOPHZ C& METab0IM3Hpa B TONIAMA CTETICH oT uuToxpom P450
eH3MMWTE B 4epHAS APo6 M NO-Manko oT 10% oT J03aTa e eKCKPeTHpa HENPOMEHEHA B ypHHATA. Breopexu
T0Ba, (APMAKOKHHETHUHUAT POGHN H2 MeTabONINTHTE NpU XOPaTa HE & ycTaHopeH. Pesynrarnte in vitro
nokasear, 4e CYP3A4 u CYP2D6 yuacTear B MeTabonM3Ma Ha TaMCyJIO3MH, Kato B MAJIKa CTeNeH y4acTBar i
apyru CYP msoeu3uMu, HHXHOHPAHETO HA H3MMHTE HA HepPHONPOCHNA MeTabONM3EM MOXe I3 AOBeAe 10
OBHINEHa eKCIOo3MuMd Ha TAMCYNO3mH (BK. Toukd 4.4 u 4.5). MeraGomuTHre Ha M BIA
XHAPOXIOPHN Ce KOHIOTHPAT B FOIsMa CTETICH 110 FITFOKY POHUA HITH cyniar npeau 60pe




EavuMpHupane

ymacmepud

EnuMuHHpaseTo Ha AYTACTEPHI € J03033BHCHMO W MPOIECHT M3IVIEKAA Ce OTHCEA ¢ B3 YCTIOPEIHM BTA Ha
EMMMUHHPANE - SUHIST HACHIASM B KITMHWYHO PelleBAHTHH KOHUEHTPAIH, & APYTUAT — HesacHmaem. [Tpu
HICKH CEPYMHH KOHLIHTpAIHH (Mo-Maiko oT 3 ng/ml) IyTacTepui ¢& eAMHEHHPA GBP30 KAKTO MO 3aBUCHM,
TAKA B TI0 HE3ABMCHM OT KOHLIEHTPAIMATA ITET HA eUMIHUpaHe. EXHOKpaTHATE JO3K OT 5 Mg HIH [T10-MATKH
NOKA3BAT OGEKTHRHY JAaHHH 33 GbP3 KIHPBLHC ¥ KPATKO BPEME Ha IIONYXMBOT OT 3 10 9 OHH.

B TepaneBTHYHH KOHIIEHTPALMH CHEl MHOTOKPATEH npueM Ha 0,5 mg aueBHO [0-GaBHUAT, THHEEH BT HA
eTHMHHHDAHE ¢ JOMWHHPALLl, 3 BPEMETO Ha OJYKHBOT & MPUOIM3HTENHO 3-5 CeOMHIIH.

Tamcynozun
TaMCYNO3HH ¥ HEroBHTe MeTaGOJINTH C& eKCKPETHpAT MIaBHO C YPMHATa KaTo OKoIo 9% OT no3ara € mol
¢opmaTa Ha HENMPOMEHEHO AKTHBHO BEHIECTEO.

Cliei MHTPABEHO3HO M TEepOpaiHO NpHIOKeHHe HA (opMaTa ¢ He3abaBHO OCBOGOJN(IABAHE BDEMETO HA
HOMYKMBOT Ha TaMCYNO3MH B IUIa3Mara ¢ B pamkure Ha 5 Ao 7 4aca. Ilopanu bapmMaKORMHETHIHO
KOHTPOIMPAHATA CTENieH Ha Pe30pOLMa NPH TAMCYIO3MH KallCyNi ¢ H3MEHEHO OCBOOOXKIABAHE, TIPHBHAHOTO
BpeMe Ha MOTYHUBOT HA TAMCYJIO3MH Cllell XpaHeHe & OKono 10 4aca i B PABHOBECHO CHCTOAHHE & OKOJIO 13
yaca,

INamyenTy B crapyecka Bb3PacT

Hymacmepuo

(PapMaKOKMHETHKATA HA QYTACTEPHI € OLEHEHa Clief| IPUAOKCHUE Ha SNHOKPATHA 11032 AYTacTepu 5 mg
npH 36 30paBu MBXE HA BB3PacT Mexuty 24 n 87 ronuHy. He e HaGmoOAaBaHO 3HATMMO BIIHAHNE Ha BB3PAcTTa
BEPXY EKCHO3MIMATA HA NyTacTepu, Ho mpH MEXeTe noa S0-roaMiLHa RB3PAcT BPEMETO HA MONYHHBOT ©
6uno mo-kpatko. [Ipu cpaBHEHMe MEXIy TIAUMEHTH Ha Bh3pact 50-69romuuu ¢ naupeHTH Han 70-roquuna
BB3PACT HE € YCTAHOBEHA CTATHCTHYECKA Pa3IuKa MeXAY CTOHHOCTHTES HAa BPEMETO Ha NOJTYMHBOT.

Tamcynosun

Kprcrocano mpoydpaHe 3a cpaBHsBare Ha ofmara excriosHuus (AUC) Ha TaMCYIIO3HHOB XHIPOXNOPHA ¥ Ha
BPEMETO My Ha IONY’KHBOT IOKa3Ba, 4¢ HapMakOKMHCTHYHATA AHCTIO3HIA HA TAMCYJIOSHHOB XHAPOXIIOPHI
MOXKe 12 € YABJDKCHA TP MBXe B CTapUecka BB3PACT, B CPABHEHME C MIANM, 3PABH MBXE I0OPOBOJIM.
BBIPEIIHUAT KIHPHHC € HE3ABYCHM OT CBLP3BAHETO Ha TAMCYJIO3HHOB XMAPOXIOPHX ¢ AAG, HO HamansBa ¢
pr3pactTa, ToBa BOAM 10 NOBMINABaHe Ha obmara ekcnsulisa (AUC) ¢ 40% nipy jiMla Ha BB3PacT oT 55 no
75 rOMHMHH, B CpasHEHHe C JTULIATA Ha BE3pact oT 20 10 32 roguHu.

Yepexaane Ha OpOpeurata GyHK

Lymacmepud

BrnusHMero Ha yspeaeHaTa GeOpedHa QyHKUMA BBPXY (apMakOKMHETHKATAa HA NYyTACTEPHA HE € MPOYHEHO.
Bce nak, B HOBEIIKATA YPHHA C€ YCTaHOBABAT no-Manko ot 0,1 % OoT paBHOBECHMTE KOHLEHTPAUMK Ha 1033
nyTactepun ot 0,5 mg, KOETo 03HAYaBa, Y€ HE C¢ OYAKBA KIMHHYHO 3HAUMMO MOBHILICHWE HA NIaSMEHHTE
KOHUEHTDALIHH Ha AyTACTEPHA TIPH TALMeHTH ¢ Gu6pedHo yBpexnane (x. Touka 4.2).

Tamecynosun
IIpu 6 maua c¢ Jeko po ymepeHo (30 <CLk<70 ml/min/,73m?) WM YMepeHo 10 TEeXKO
(10 < CLg <30 ml/min/,73m?) yepesknane Ha GuGpeusara QyHkums u 6 mHua Ge3 yspemnaHe {CL&
> 90 ml/min/l,73m?) ca cpaBHeH# (apMAKOKMHETHUHWTE MOKA3aTeM HA TAMCYNO3HHOBHI XHIAPOXJOPHA.
Brnpeku ue ¢ HabmonaBaHa HpoMAHA B 00IIATA NNa3MEHAa KOHLEHTpaind Ha TaMCYJIO3HHOB XHAPOXIOPHI
BCEACTBHE Ha NPOMAHE B CBBP3BaHeTo ¢ AAG, KORLUEHTPALMATA Ha HECBBP3AHMA (aKTHB‘J;I03IdHOB
XHAPOXJIOPHI, KAKTO M BBTPELUHMS KIHPBHC, CA OCTaHAIH OTHOCHTENHO nocTosHAH. [1ppaliy qgay His

NpH NallHeHTHTE C YBpeXKIJaHe Ha OwOpeyHata (yHKIMA, HE ce Halara 't\*\ '




TAMCYNO3MHOBKS XHIPOXTOpWA. BEIpekH TOBa, NAUKEHTY © YBpekiaHe Ha OnGpeunara ¢QyHKUHA B
Tepmunanen cramait (CLer < 10 ml/min/l,73m”) e ca Gwmi npoydBaHH.

Yepexnade Ha yepnonpobHata QyHKUMS

Hyractepun

BIMSHHETO Ra YBPEXKIAHETO Ha 4yepHOApoOGHaTa QyHKLWMS BHPXY (apMaxoKMMETHKaTa Ha AyTacTepHI HE ¢
npoyueno (Bx. Touxa 4.3). Tel kaTo AyTacTepul ce eNUMHMHUDPA TJIABHO MO MeTaGoauTeH BT, OYAKEA CE
NNa3MeHHITE HABA Ha AYTaCTepy [IPH Te3d NalHeHTH Ja GBAaT NOBHINSHH, 8 BPEMETO Ha NOJYKKRBOT 14 Gnne
no-abiro {Bx. ToukH 4.2 n 4.4).

TaMcynosuH

TIpu 8 Jmua ¢ ymepeHa uepHoApobHa aucdynxuus (ctered A u B mo wracHukauusTa Ha Child-Pugh) u
8 muma Ges yspexkaaHe ca cpaBHeHH (apMaKkOKMHETHYHWTe NOKA3aTeqy Ha TAMCYNO3HHOB XH[POXJIOPHI.
Boapekn 4e € HaGONAaBaHA [IPOMsAHA B o6IuaTa Mila3sMeHa KOHICHTPalMA Ha TaMCyJI03HHOB XHIPOXJIOPH]L
BCTIEAICTBHE HA TPOMSHA B CBbP3BaHETO ¢ AAG, KOHUESHTpAIMATA HA HECBBP3aHUA (aKTHBEH) TAMCYJIO3HHOB
XHJIPOXNIOPHA HE e € MPOMEHINA 3HAUMTENHO, KaTO MPOMIHATA Ha BHTPELIHMS KIMPBHC Ha HECEhp3aHmi
TAMCYNO3MHOB XuApoxyopun ¢ ymepena (32%). TMopamd TasM NpWYMHA, MPH DNAUKEHTHTE ¢ yMEPEHA
yeprofpobHa MMCHYHKUMA HE Ce Hamara NpOMAHa Ha J03aTa HA TAMCYNOSHHOB XUIPOXJIOPHA.
TaMcyTO3RHOBIIAT XHAPOXIIOPH HE & HPOYYBaH NMPH NAUHEHTH C TEXKA YepHOAPoGHa auchyHKUKA.

53 [HpenxkIHHHYHH TAHHH 33 6e30MacHOCT

He ca npoBexIaHH NPEAKIHHWYHA M3NATBAHUA C JYTACTEPHA/TaMCy/03uH. JIyTacTepri 1 TaMCyIosHHOB
XHIPOXJIOPH)( TIOOTAENHO A NPOYYEHW B TONAMA CTENEH B TECTOBE 33 TOKCHYHOCT NPY KHBOTHH, KaTo
JaHHHTE ChOTBETCTBAT HA M3BECTHHTE (hapMaKOJIOTYUHH AelCTBHA Ha MHXMOHTOpHTE Ha 5 anda-penykraara
¥ anda;-aapeHOPEHENTOPHAUTE AHTAroHMCTH. JlajeHaTta M0-fody MHGOpMalMs OTpasiBa HAIHHATA
uHpOpMALHSA 38 OTASIHATES CECTABKH.

[ymacmepud
Hacrosmmre npoy4sanud 3a ofila TOKCHIHOCT, FeHOTOKCMYHOCT H KAHIEPOTEHHOCT HE TIOKA3BAT HHKAKBE
CTIeLIMGHYEH PHCK 34 J0BEKa.

Ilpoyusanms 3a penpoAYKTHBHA TOKCHIHOCT NPH MBXKKH TLFBXOBE M0KA3BAT HAMANEHO TEIJIO HA NPOCTaTaTa H
CeMEHHHTE MeXypueTa, HaMaeHa CeKpels OT aKeCOPHHTE MONOBH HUIe3H M HAMAABAHE Ha RHACKCHTE HA
depTrmiTeTa (MO NPHUHMHA HA GapMaKOIOrHIHNA e(eKT Ha NyTacTepHy). KsiHAYHgTa pefieBAHTHOCT Ha TE3H
HAXO/JKH He € H3BEeCTHA.

KakTo ¥ TpH Apyrd HHXHOWUTODH Ha S-anmda pemykrasara, NpH IPHAGKEHHE HA OYTaCTCPHA NO BPEME Ha
recTalMATa € HAG/OJABAHO (EMUHH3HpAHE HG MBXKH (eryc nps IUTbXoBe M 3afum. Jlyracrepun ce
YCTAHOBABA B KPBBTA Ha KEHCKH ILUTbXOBE ciief, 1MdTOCBaHe ¢ MBXKKH, TPETHPaHK C IyTacTepH. Koraro
AYTacTepH] € NPANAraH Ha NPUMATH TIO BPEME Ha TeCcTalyaTa, He ¢ HaGiioNaBaHa (eMHHU3ALMA HA MBXKH
deTyc NP KPbBHA EKCTIO3UIMA, MPEBHINABAIIA B AOCTATHYHA CTEMEH EKCIO3HLMATE, KOATO 6H HACTBIHIA
ypes UOBEIIKA crepMa. Masiko BepoATHO € MBXkKH (eTyc fa GbIe TMOBIHMAH HETATHBHO CIIC) NPEAABAHE HA
JyTacTepH/l Upe3 CIiepMara.

Tamcynozun

TIpoy4sanus Ha ofLIaTa TOKCHYHOCT ¥ TeHOTOKCHYHOCTTA He N0KA3BaT HUKAKBE OMpPE/IENIeH PUCK 33 X0pata,
pazIuyeH 0T CBBP3aHHUTE ¢ (hapMaKONOrHYBHTE CBOHCTBA HA TAMCYJIO3HH.

B npoyupanus 3a KaHUEPOTEHHOCT NpPH IUTBXOBE M MULIKH, TAMCYJIOSHHOBHAT XHADOXAOPHMI BOAH 1O

TIOBHIIABAHE HA YECTOTATA Ha HpOJ]I/Iq)epaTHBI{['I NpOMEHH Ha MIEYHATA KJIC3& ITPH JKeHCKHTE KHBOTHH.

NPUIOKEHNE HA BUCOKH JJO3M, C& IPHEMA 33 KNTHHUYIHO He3HayAMa.




BHCOKHTe J03H TAMCY/NO3MHOR XHIPOXJIOPHS BOJST 0 0GPATHMO HaMaiABAHC HA (epTWiieTeTa NMPH MbXKH
IUTHXOBE, KOETO BEPOATHO ¢€¢ ALK HA NMPOMEHH B CHABDNKAHWETO HA CHEPMaTa WIH HApYIIaBaHE Ha
eAKynaumata. EQeKkTHTe Ha TAMCYJIO3HH BPXY Gpod Ha CICpMATO30M/AHTE Wk (YHKLMATA Ha CIEpMATa He ca
OLICHABAHH.

TIpUNoXKEHNETO HA TAMCYAO3HHOB XHAPOXIOPHA NPH 6pemMeHHH KEHCKH IUThXOBE H 3afiliH B 1034, N0-BHCOKA
OT TepaneBTHYHATA, He NOKA3BA JAHHH 3a (eTaHo yBpexKIane.

6. ©GAPMAIEBTHYHH JAHHW

6.1 Cuoscbk HR NOMONIEATE BEIIECTBA

OOCBHBKA Ha TBBPAATA KAIICYJIa!
Xunpomenosa

Kaparenan (E407)

Kanues xnopun

Turanos guoxcHa (E171)
Yepaen xeneses okcun (E172)
Cucer sxwaro FCF (E110)

CohanprkaHue HA [yTACTEpUA MEKA JKellaTHHOBA Karicyna;
Kancymo cvovpacumo:

[ AHuepoONOB MOHOKATIPHIIOKANPaT
Byrumxuapokcutonyed (E321)

Obeugxa Ha Mexama KancyRa:

XKenarvn

Fnunepon

TuraHos auokcua (E171)

X war wenesen okeua (E172)

TpurnunepHIy, CpegHOBCPIDKHH

JleuwraH (Moke Aa crabpska coeso Macno) (E322)

Tamcyno3uH NENeTH:

MukpokpucranHa 1emyno3a

CHIIONMMep HA METAKPH/IOBA KHCENHHA M eTrakpunar 1:1 nucnepcns 30 %
CHIONUMEp HA METAKPHAOBA KHCEHHA M eTHnakpunar 1:1

Marnesues cTeapat

Harpuer xuapoxcna

TpHanerux

Tank

Turauos auoxcHa {E171)

6.2 HechBMECTHMOCTH
Henpuaomumo.
6.3 Cpokna ToaHOCT

3 rogHHH,

3a Gyrunxure ot HPDE, ciiefl NbPEOTO OTBApAHE, NPOMYKTHT Ja HE ce H3TI0N3BA |
onakoBka ot 30 Kancy/li ¥ He ToBeue oT 18 CeIMHIM 32 ONakoBKa oT 90 kancymM.



6.4 Croeunanun yCTOBUS HA CHXpaHeHHe
Ha He ce cexpanasa Haa 30°C.
6.5 JauHH 33 OMAKOBKATA

ByTHIKM OT NOJHETHNEH ¢ BHCOKA [UTBTHOCT (HDPE), 3zaneuaTadH ¢ MOOJHETUICHOBO domio, ¢
TONHIPONIIEHOBH KaIlawkH, 3AATEHH Cpelly 0TBapAHe OT ACLA.

BrivcTepy anyMuHu/anyMuHUH.

Tpensara ce p onaxopxy ot 7, 28, 30 u 90 xancymu 8 HDPE OyTHnky wig GnucTepy amyMUHA/ ATy MHHEI,
He BCHUKH BIAOBE OTAKOBKH MOraT Aa §bAaT IMycHaTH B npofaxda.

6.6 CreumaiHH NPeina3Hd MePKH NPH H3XBbPIAHE H paGota

JyTacrepuy ce pesoplupa Mpe3 KOXaTa v Mopajd ToBa TpaGBa 1a ce N30ATBA KOHTAKT ¢ KarlCy/H ¢ HapylieHa
winoct. [py KOHTAKT ¢ IOBPENCHU KANCYIH, KOHTAKTHUAT yHacThK Tpafea Aa ce W3Mue He3a0aBHO C BOAA ¥

canyH (Bx. Touka 4.4).

Hensmon3BaHHAT NeKAPCTEEH NPOAYKT W OTIAABYHHTS MaTepHalil OT HEro TpabBa Aa C& H3XBBDIST B
CHOTBETCTBHE C MECTHHTE H3HCKBAHNA.

7. [PATEXKATEJ HA PA3PEIHEHHETO 3A YHOTPEBA

Accord Healthcare Polska Sp. z 0.0,

ul. Tadmowa 7, 02-677, Warszawa,

Mazowieckie,

[Tomma

8. HOMEP(A) HA PASPENIEHHUETO 3A YIIOTPEBA

Per. Ne

9. JATA HA IIbPBO PA3IPEINABAHEMIOAHOBABAHE HA PASPEIIEHHETO 3A
YHOTPEBA

Hara na mepeO pazpellapaHe:;

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

Oxtomepu 2019 1.




