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1. HME HA JIEKAPCTBEHHUSA ITPOAYKT
Tamcrepua 0,5 mg/0,4 mg kancyJiu, TBbpAH

Tamsterid 0.5 mg/0.4 mg capsules, hard

2. KAYECTBEH U KOJIMMECTBEH CHCTAB

Bcesika TBbpaa kancyna cbabpika 0,5 mg ayracrepun (dutasteride) v 0,4 mg TaMCyJ103UHOB
xuapoxJopua (tamsulosin hydrochloride) (exkBuBasienTeH Ha 0,367 mg TaMCyJI03MH).

[ ToMOILIIHO BelECTBO C U3BECTHO JAEUCTBHE:
Besika kancyna cbabpika /€M OT JIEUMTHH (KOMTO MOJKeE J1a CbAbpKa COEBO MAcCJI0).

3a NbJIHUS CIMTUCBK HA NMOMOILLHHUTE BELIECTBA BUKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Kancysna, TBbpaa

TamcTepua kancy/im ca NpoAbAroBaTH, TBbPAH KancyJiu ¢ KasaBo T8I0 H OEKOBO Kariaye ¢ HaAnuc
CO001, oTrneyaraH ¢ YepHO MaCTHJIO.

Bceska TBbpAa Karicyjia CbAbpiKa €1Ha MEKaA JKEJIaTHHOBA KarlcyJia AYyTacTEpUI H MEJIETH C H3MEHEHO
DCBOﬁG}KﬂaBaHe C TaMCYJIO3HHOB XHAPOXJIOPHA.

4. KJIMHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

JleueHne Ha yMepeHO TeKKa 10 TeXKa CHMNTOMATHKa Ha 100pOKa4yeCTBEHA NPOCTATHA XHIEPIIa3Hs

(AITX).

HamansBaHe Ha pucka OT OCTpO 3aabp)kaHe Ha ypuHara (O3Y) v Xupypruyecka Hameca rnpH
MalUMEHTH C YMEPEHO TEXKKa /10 TexKa cumnromaryka Ha JI11X.

3a uHopMaums 3a €PEKTUTE OT JICHEHHUETO W Pa3/IMYHUTE FPYIH MMALMEHTH, MPOYYEHH B KIIMHHYHHUTE
HU3MUTBaAHUSA., MOJIA BHXKTE TOUKa J.1.

4.2 Jlo3HpoBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bw3pacmuu (éxnovumenno nayueHmu 6 Cmap4ecka 6b3pacm):
[IpenopbyaHaTa no3a ayracrtepua/TaMcyno3uH e eana karncyna (0,5 mg/0,4 mg) BeaHbkK AHEBHO.
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K®aeTo e KAIMHUYHO YMECTHO, MOXKE ia Oblie 00CHKAaHa NPSKAa NPOMAHA OT MOHOTEPANUsA C
AYTacTEPHA HIH TAMCYO3HHOB XHAPOXIOPHA KbM AyTACTEPHI/ TAMCYJIO3HH.

Yepeoacoane na bvopeunama grynxyu
BnuaHuveTo Ha yBpeaeHara 6n6pevna GyHKUHA BbpXY papMaKOKHHETHKATA Ha
AYTAcTEPHI/TAMCYJIO3KH He € npoyusaHo. He ce oyaksa HEOOXOAUMOCT OT NPOMAHa Ha go3aTa NpH

natueHTH ¢ ObOpeuHo yBpexaaHe (Bx. Touxu 4.4. n 5.2).

Vepexcoane na wepnoopobrama pyrxyus

BnuaHueTo Ha yBpeaeHaTa 4epHOApoOHa PYHKUHMA BbPXY PapMaKOKUHETHKATA Ha
AYTAaCTEPHI/TAMCY/I03HH HE € MPOY4BaHO, 3aTOBA AEKAPCTBOTO TpAOBa [a ce npuiara BHUMATENHO
MNPH NALMEHTH ¢ JIEKO S0 YMEPEHO TEXKO YEpHOAPOOHO yBpeKaaHe (BHXKTe Touka 4.4 W Touka 5.2).
Ynotpebara Ha RyTacTEPHA/TAMCY/IO3HH NPH NAUMEHTH € TEXKKO YePHOAPOOHO YBPEIKIAHE €
POTHROMOKA3aHa (BX. Touka 4.3).

Heouampuuna nonyrayus
Hyracrepua/TaMCyJI03MH € MPOTUBONMOKA3aH MNPH NnegyuaTpyuyHaTa rnomyiailua (Ha sbp3pacT noj 18
roavuHH) (Bx. Touka 4.3).

HauuH Ha npuioxkeHue
3a NnepopaHO NMPUIIOKEHHE.

Ha nauneHTHTE TpsaGBa Na ce qaaaTr yKkazaHWs Aa NOrfbLUAT KANCYJAMTe LU, OKoao 30 MUHYTH crieq
eqHO Y CHLIO XpaHeHe 3a AeHA Bcekd AeH. Kancynure TpadBa aa ce nornbuluar uenu, 6e3 aa ce AbByar
Wik OTBApPAT. KOHTAKTHT CbC ChABPKAHHETO HA KalcyaaTa ¢ AyTacTepH, KOATO C€ CbAbprka B
Kancynara ¢ TBbpaa oOBMBKA, MOXKE Aa fpeJH3BHKA Apa3HeHe Ha opodapUHIeanHaTa JMrasula.

4.3 IlIporHBonoxa3zaHHuA

JyTacTepna/TaMCyJI03HH € NIPOTHRONOKA3aH 334 MPHUJIOKEHHE FIPH:

- ’EHHM, Jela v IOHOLIH (BXK. Touka 4.6 );

- MALKEHTH CHC CBPBXMYBCTBHTEIHOCT KbM AYTACTEPHI, KbM APYTH HHXUOUTOPH Ha S-anda
peAyKTa3aTa, KbM TAMCYJI03KH (BKIIIOYMTETHO TaMCYJIO3HH-HHAYUMPAH aHruoenemM), co,
$OBCTHUH HNH KBM HAKOE OT APYFHTE fIOMOUIHH BelllecTBa, H30pOoeHH B To4ka 6.1;

- NatMeHTH C aHaMHe3a 32 OPTOCTATHYHA XHAOTOHHS,

- AAHHUECHTH ¢ TEXKKO YepHOAPOOHO yBpexxaaHe.

4.4 CnenHaJuH npeAynpexICHEA H NIPEANA3HH MEPKH Npa ynorpeda

KoMmOunHupaHa Tepanua TpaOsa aa ¢ce npeanucBa ciiel BHUMATENHA OLCHKA HA CHOTHOLIEHHETO
MON3a-pPUCK, NOpagy MOTEHLHNAIHO NOBHIICH PHCK OT HEXKEIAHH peakLHH (BKIIIOUHTENHO ChpaeyHa
HEAOCTATBYHOCT) H clle/] OOMHC/IAHE HA ATTEPHATUBHUTE TEPANEBTHYHH Bb3MOXKHOCTH,
BKJTIQUMTEITHO MOHOTEPATTHH.

CbpaeqHO-ChAOBH HEXENIAHH ChOUTUA
B nse 4-roaMiliHK KNHHHYHK MTPOYUBAHUA, YECTOTATA HA CbpACUHATa HEAOCTATBYHOCT (KOMOUHHMpaH
TEPMHH 32 JOKNaJABAHU CHOUTHA, FJIABHO CbPACYHA HEAOCTATBYHOCT U KOHI'ECTHBHA ChPACYHA
HeAOCTATLUYHOCT) € NO-BUCOKA NPH JIMUATa, KOMTO pueMaT KOMOHHALMATA OT AYTacTepHI
anda;-agpeHopeuenTopeH antaroHucT (anda-onokep), rnaBHO TaMCYJIO3UH, OTKOJKOTO cpell JIMLATA,
HenpueMaluy komOHHauMaTa. Bbnpeku ToBa B TE3W M3NMHTBAHHUA YECTOTATA HAa ChPACYHATA
HEAOCTATHYHOCT € MO-HUCKA NPH MPYIIUTE, NMOATOXKEHN HA AKTUBHO JICYEHHE, B CPaBHEHHU

rpynata. Jipyrs HanM4HW JaHHU 3a AYTacTepua UiH anda,-aipeHOPELIENTOPHK aHTaroH %ﬂﬁ:w
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apocrara
[Tpeau 3ano4BaHe Ha nevyeHHe ¢ AyTACTEPHA/TAMCYI031H, HA NMauKeHTa TpAOBa fa ce HaMpaBK
peKTaIHO TYLUMPaHE Ha NPOCTaTaTa, KaKTO W APYry H3cAeABaHHA 33 RHArHOCTHKA Ha NPOCTATEH
KapLUHHOM MK ApYTry 3abonsBaing, KOUTO MOXKE A3 NPUUKHAT ChLUKMTE CHMIITOMH Kato JIIX.
JINrMTanHO PEeKTANIHO U3CEABAHE U, KOTATO € HEOOXOAUMO, ONpEAEIAHE HA MPOCTATHO-
cneuuduuHus aiTured (PSA), Tpabsa na ce M3BbLPIIBA NPEOH 3aN0OUBAHE HA JICHEHUETO H
NEePUOIUYHO Ciie] TOBA.

CepyMHaTa KOHUEHTPAUMA Ha NMPOCTATHO-CNEUHPHUHHUA aHTHIEeH (PSA) € BaXKeH KOMNIOHEHT 3a
YCTAHOBABAHETO HA KAPLUMHOM Ha npocratata. Cnen 6-mMecevHo eueHne, JyTacTepU/ TaMCYJI03UH
BOAM 10 HAMaNABAHE HA CPEHUTE CEPYMHH HUBA Ha PSA ¢ npubnusurento 50%.

[Ipu naumeHTHTE, NpHUEMALL4 AyTaCTEPUL/TAMCYNO3KH, TpsAOBa Ja ce yCTaHOBU HOBa, H3XoAHa PSA
CTOHHOCT clie 6 Mecela IeucHue ¢ AyTacTepua/TaMcyo3vH. [Ipenoprusa ce peaoBHO
npocieanBaHe Ha cToHHocTHTE HA PSA caea Tosa. Bedko noTBbpAEHO NOBHILIABAHE OT HAN-HHCKOTO
HuBO Ha PSA no BpeMe Ha NeueHHETO C AYTACTEPHI/TAMCYN03HH MOXE Aa € Oener 3a HanMW4YHe Ha
KApLUHMHOM Ha npocTarta {0cO0eHO BUCOKOCTENEHEH KAPLHMHOM) WIH 32 HENIOBJIHABAHE OT JICUEHHETO C
AYTacTEPH/TaMCYJIO3UH, U TPAOBa Aa CE OLEHABA BHUMATENHO, NOPY B CTyHal ye TaKMBa CTOHHOCTH
ca BCe OLUE B paMKHTE HA HOPMAJIHUTE CTOMHOCTH 32 MBbKE, HEMPHEMAaLLH SU-pENYKTa3€eH HHXHUOUTOP
(Bx. Touka 5.1). Ilpn nHTepnperupanero Ha cToHHOCTTa Ha PSA 3a nauuedT, KOHTO npyema
AyTacTepu], 3a cpaBHeHHe TpAOBa Ia ce NOTHPCAT NPEAUIIHA CTOHHOCTH Ha PSA.

JleyeHneTo ¢ AyTacTepra/TaMCyNO3KHH HE NPEYN HA M3MON3BAHETO HA PSA kaTo NOMOLIHO CPEACTBO B
AMArHOCTHKATA Ha KAPUMHOMA Ha NpocTaTarta ciell YCTAHOBABAHETO HAa HOBA H3XOAHA CTOHHOCT (BX.
Touka S5.1).

CepyMHHMTE HMBA Ha o0wuA PSA ce BpblIAaT KbM U3XORHHUTE CTOHHOCTH A0 6 Mecela cren
npeycTaHOBABAHE Ha jicueHHETO. CHLOTHOLIEHHETO Mex Ay cBOOOIHHA H obKa PSA ocTtapa
MOCTORHHO, ZOPH NOJ BIHAHKE Ha AYTACTEPUI/TAMCYA03KH. AKO neKkapaT u3depe na U3noa3Bsa
oTHocHTeHHS A (%) Ha cBoOOAHHE PSA KaTo NOMOLLHO CPEACTBO 32 YCTAHOBABAHE HA KAPLIUHOM
HA MPOCTATATa MPH MBIKE, IEKYBAHM C AYTACTEPHU/TAMCYJIO3HH, HAMA Ja € HeoOX0auMa KOpeKuHs Ha
CTOHHOCTTA MY.

KapuydHOM Ha npocTarata H BACOKOCTENSHHH TYMOPH

Enno 4-roaviiso, MyJTHUEHTPOBO, PAHAOMH3IUPAHO, ABOHHO-CNANO, J1aleb0-KOHTPOIUPaHO
KIIMHHYHO npoy4saHe (npoyusanero REDUCE) npocneassa edekra Ha aytactepua 0,5 mg AHEBHO
NPy NaLHEHTH ¢ BUCOK PHCK OT KapLMHOM Ha IpocTaTara (BiIloYeHH ca Mbike oT 30 no 75 roauuHa
sb3pacT ¢ PSA HuBa ot 2,5 no 10 ng/ml 1 HeratiBHa GuoncHs Ha NPOCTATaTa OT NPEeaAXOoAHUTE 6
Mecella), cpasHeH ¢ nnauebo. Pesynaratute OT TOBA NpOYyYBAHE NOKA3BAT {10-BHCOKA YECTOTA Ha
Gleason 8-10 xapuMHOMH Ha TIPOCTATATa NPH MBXKE, NEKYBAHH ¢ aytactepua (n=29, 0,9%) 8
cpaBHenne ¢ raunedo (n=19, 0,6%). Bpbikara mexay AyTacTepyul U BUCOKOCTENCHHHA KapLUUHOM Ha
IPOCTaTaTa He € ACHA. MbikeTe, npueMaLy AyTacTepua/TaMcyno3uH, TpadBa aa ObaaT oueHsaBaHH
PEIOBHO 3a PUCK OT NMPOCTATEH KAPUMHOM, BKITIOYMTENHO uicneasane Ha PSA (Bxk. Touka 5.1).

buOpeuHo yBpexxaaHe
JleueHHETO HA NMALIMEHTH C TEKKO yBpexaaHe Ha ObOpeuHaTa QyHKUHA (KpEATHHHHOB INIHPBHC 1104
10 m!/min) Tpabea na ce oCbIIECTBABA ¢ NOBUIIEHO BHUMAHME, Thit KATO MPH Ta3H rpyna NauueHTH

HE Cca NPOBCAKIAHH KIKWHHUYHH H3TIHTBaHHA.

XUMOTOHHSA _,
Optoctarnuna: [loaobHo Ha ocrananute anda;-aapeHOPEeLeNTOPHH AHTArOHUCTH, MO BpeMe.f]
NeYEHHETO ¢ TAMCYJIO3HH MOXKE Na ce HabmoaaBa MOHHXXABAHE HA KPHLBHOTO HAJIATAaHE, paﬂxgl}ﬁﬁg@

no cuHKoN. [TauMEeHTHTE, KOMTO 3aNOYBAT JIEUEHHE C TyTACTEPH/ TaMCY1031H TpabBa aa Obiar. * . “ﬂ
npesynpeaeHH Aa CEHAT WTH JIETHAT Npw 1058 Ha MbPBHTE CHMITTOMH HA OPTOCTATH'HA xuric-mﬂﬂﬂ
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3a na ce cBede A0 MHHMMYM Bb3MOXXHOCTTA 32 Pa3BHTUE HA NOCTYpalHa XUMOTOHHUA, NALUEHTHT
TpaGBa na Obae XeMOAUHAMHYHO cTabuiieH Ha anda;-aapeHOPELENTOPEH aHTArOHHCT NPEIH
3anousaHe yrorpebara Ha PDES nuxuburopn.

CumnromaTuuHa: [IpenopbuBa ce NOBULUECHO BHUMAaHHUE, KOraTo anga-aapeHepriyHu aHTarOHHUCTH,
KAaTO TAMCY/03MH, ce npuiarat eaHospemenno ¢ PDES wnxnburtopu (Hanpumep cunaeHadun,
Taganadwui, sapaeHadun), Thi KaTO W [Ba KIACa JIEKApCTBa MOTEHLUHATHO MOXKE Ja MPHUHHAT
CUMNTOMAaTHYHa XHMIMOTOHHA (BXK. TOUKA 4.5).

CHHAPOM Ha MHTPAONEPATHBHO ATOHUYHUS HPHUC

[pu HAKOM NaLMeHTH, KOUTO CE JIEKYBAT MOHACTOALLEM MU ca OWIIN IeKYBaHH MPEIH C TAMCYJIO3UH,
110 BpEME Ha Onepalus Ha KaTapakTa € HabnioaaBaH CHHAPOMBT Ha HHTPAONEPATUBHO ATOHHYHHSA
upuc (Intraoperative Floppy Iris Syndrome - 1FIS, BapyaHT Ha cuHapoMa Ha TacHaTa 3eHHLa). IFIS
MO3KE [a MOBHILM YECTOTATa HAa YC/IOXKHEHHATA MO BpeMe Ha onepaumaTa. [lopaau tazu npuynHa He
ce NpenopbUBa 3arno4YBaHE HA JICUECHHE C AYTACTEPHU/TAMCYJIO3HH MPH MALUMEHTH ¢ HACPOYEHA
OriepaliMa Ha KaTapakra.

1o BpeMe Ha npeaonepaTHBHATA OLIEHKA XHPYP3UTE, H3BLPLUBALLMY ONEPALUMY HA KATApaKTa, U
eKHNuTe ohTanMono3u TpAOBa Na B3eMAT NpeBHA JAM NALHEHTHTE NPHEMAT HIIH Ca NPUEMAH
AYTACTEPHUA/TAMCYJI03HH, 33 Aa C€ OCUTYPAT NMOAXOAALLH MEPKY 3a oBiaasBaHe Ha IFIS no speme Ha
onepaumAaTa.

CnupaHeTo Ha NpUeMa Ha TaMCYJIO3HH 1-2 ceAMMLIM pe/IX OnepalliATa Ha KaTapaKTa C€ CMATa 3a
MOAE€3HO, HO peaTHATa 10132 U NPOABJBKUTENIHOCTTA Ha NMEPHOoAA OT BpeME, 3a KOHTO JIEKAPCTBOTO
TpaOBa Aa ce Cpe NPeAH ONepaLM{ATa Ha KaTapaKTa, BCe OLUE HE Ca YCTAHOBEHH.

Kancyau ¢ HapylueHa LUaIocT
Jlytactepun ce pe3opbupa npez Koxara, NOpai KOETO KEHHTE, AeLaTa U IOHOWHTE TpaOBa na

H30ArBAT KOHTAKT ¢ KANCYNH ¢ HApylleHa uAnocT (BX. Touka 4.6). AKo ToBa c€ C/Ty4H, 001acTTa Ha
KOHTaKT TpaOBa He3abaBHO Ja Ce M3MME C BOAA M CAMyH.

Huxnburopn ha CYP3A4 u CYP2D6

EQHOBpEMEHHOTO NPHUIOKEHHUE HA TAMCYJIOZHHOB XHAPOXJIOPHI ¢ MOWHNA UHXHOUTOpU Ha CYP3 A4
(HarpyMep KeTOKOHa30/1) WK B NO-MaJika ¢TeneH ¢ MowHu HHxHOHTOpH Ha CYP2D6 (nanpumep
MAPOKCETHH), MOXE /A MOBHILH €KCMO3HLMATA HAa TaMCYNIO3HH (BX. Touka 4.5). ChenoBaTtenHo
TaMCY03HHOB XHAPOXJIOPH HE Ce Npenopbysa NMpH NaUHEeHTH, npyieMaiiu MoweH CYP3A4
HHXHOHMTOP U TPAOBa Aa ce U3NOJI3Ba BHUMATENHO NPH NaLHEeHTH, npyeMaiuu ymepen CYP3A4
HHXHOHTOP, MolueH uau ymeper CYP2D6 unxuburop, kombuHams or CYP3A4 u CYP2D6
HHXUOUTOPH, HITH TIPH MALUEHTH, 32 KOMTO € YCTAHOBEHO, ue ca 0aBHH MeTabonn3atopd Ha CYP2D6.

YepHoapobHO yBpeKIaHE
Hytactepna/TaMCynO3uH He € NPOyYBaH NpH MALUUEHTH ¢ 4e€pHOApPOOHO 3adonsaBaHe.

Jlytactepna/TaMcyno3MH TpAOBA Aa Ce NpHiara BHUMATEIIHO IMPH MAalUeHTH C JIEKO JO YMEPEHO
TEKKO 4UepHOAPOOHO yBpexaaHe (BkK. Touka 4.2, Touka 4.3 ¥ Touka 5.2).

KapuuHoM Ha rbpaaTa
KapuMHOM Ha rbpaara € JOKIaABaH NPy MbXKE, NPUEMALLH AYTACTEPHA B KUIMHHYHH NPOYYBAHHA U
o BpeMe Ha MOCTMapKETHHIOBUA Nepron. Bnnpeky ToBa, eNUAEMHUONOrMYHUTE MPOYUBAHUS HE

[MOKA3BaT MOBHLUEH PUCK OT Pa3BHTHE HA PaK HA I'bpAaTa fIPH MBXKE, NMPHEeMaLIH S-anda-peayKT
HHXHOHTOpH (BUXKTE TOUKa 5.1). JlekapuTe Tpabea n1a HH¢POPMUPpAT NALKMEHTHTE CH Aa A0 _
BE/IHAra NPOMEHH B TbKAHTA Ha I'bpPAATa, KaTo OYUKM WK NOSBA Ha CEKPET OT 3bPHATA. ¥ <

HQDMBHH B HACTPOCHHUCTO KU ACTIPDECHA
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MpOMEHH B HACTPOCHHETO, BKJIOYHTCIHO ACONPCCHBHO HACTPOCHHUE, ACTIPCCHA H, NNO-PAIKO —
CYHUHIHA HACALINA. [lanuenTHTE TpﬂﬁBa Ada NMOTbPCAT MEAULIMHCKA KOHCYJITALHA, B cnyqaﬁ HC [IPpH
TAX Bb3HHUKHE KOWTO U A3 OHJIO OT Te3M CUMNITOMMU.

[ToMoLHM BelecTBa
To3M nekapcTBeH NPOAYKT ChAbPXKa NELUUTHH (MOXKE Aa CBABPKA COERO MACO). AKO CTE aNneprudHu

KbM (GBCTBUM HIH COA, HE M3MION3BaHTE TO3U NPOAYKT.

4.5 BiaumogeiicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha BiaHMoaeHCTBHE

He ca nposexaany npoyuBaHUa 3a NEKapCTBEHUTE B3aUMOACHCTBHA Ha JyTacTepUL/TaMCYO3HH.
[Mocouenara no-gony wudopMalns oTpas3siBa HATHYHHTE JaHHH 33 OTACIHUTE CHCTABKH.

ﬂ yTacTEeEpHA

3a uHdopMauHa OTHOCHO NMOHHKABAHETO HA CTOHHOCTUTE HA cepyMHMA PSA no Bpeme Ha jieueHHe ¢
AyTaCTEPHI, KAKTO M 3a HACOKH 32 YCTAHOBABAHE Ha KApLUHHOM Ha NpOCTaTaTa, MOJIs BHKTE Touka 4.4,

Eghexmu na opyzu nexapcmea 8vpxy apmaKoxuremuxama Ha 0ymacmepuo

JlyTacTepua ce eIMMHHKpA FIaBHO 4pe3 MeTabonusupaHe. In vitro npoy4BaHHaTa NOKa3BaT, Ye TOBA
meTabonusupane ce katanuzupa ot CYP3A4 u CYP3AS. He ca nposexaaHH HacoUu€HH NpoyYBaHUs
33 B3aHMOAEHCTBUA ¢ MOLIHU HHXUOHTOpU HA CYP3A4. Benpeku TOBa, NpH NOMYTALHOHHO
dapMaKOKHHETHYHO NPOYYBAHE KOHLUEHTPALMHTE HAa CEpYMHHSA AyTaCTEpHA ca OMTH CHOTBETHO
cpenHo oT 1,6 no 1,8 mMbTH NO-BHCOKKM NMPH MabK OpOH NALMEHTH, IIPH KOUTO CHBMECTHO C
AYTACTEPH/ ca NMPHIAraHy BepanaMmuil Wid qunTHaszeM (ymepeHd uHxubOuropu Ha CYP3A4 v
UHXUOUTOPH Ha P- FIHKOMNPOTEHH), B CpaBHEHHE C OCTAHAIUTE MALUEHTH.

[TpoABLKHTENHHAAT NPHEM Ha KOMOMHAUMATA AYTACTEPHA C JIEKAPCTBA, KOUTO Ca MOLUHH
nuxubutopu Ha enauma CYP3 A4 (Hanp. pyToHaBHp, MHAUHABHP, HE(PA3OAOH, UTPAKOHAZOI,
KE€TOKOHA30J1, MPIIOXKEHH NEPOPANIHO), MOKE Aa MOBHUIH CEPYMHHUTE KOHLUCHTPALMH Ha JyTacTEpH.
BeposaTHocTTa 32 nONbAHUTENHO UHXUOMpaHe Ha 5-anda peayKra3aTta NpH NOBHIUCHA €KCMO3HLMA Ha
IyTacTepua € Malka. AKO 0034e ce YCTAHOBAT HEeXKENaHH JIEKAPCTBEHH peaklHK, MOXKe 1a ce 00ChaH
HaMa/IiBaHe Ha YeCTOTaTa Ha [IPHEMA Ha JYTACTEPUA,.

Tpsabsa na ce orOenexHy, 4e B Clyyaid Ha CH3UMHO HHXUOUpaHE, IBJArOTO BPEME Ha MONYXXUBOT MOXKE
Ja C€ YAbDKH OOMbAHUTENHO U JOCTHIAHETO Ha HOBO PABHOBECHO CHCTOSHHE MOXKE 1a CE€ NOCTUHE
ciea noseue oT 6 Mecela ChITLTCTRALLO JIEYEHHE.

[Tpunokenvero Ha 12 g XonecTUpaMHH €AKH 4ac cief NPHEM Ha €JHOKpAaTHa J03a OT 5 mg
AyTacTepUa He € NOBNUAN0 GapMAKOKMHETHKATA Ha Ay TaCTEpUL,

Egbexmu na oymacmepuod evpxy hapmaxoxunemuxama na opya2u aexapcmea

B knuHWYHO npoyuBaHe ¢ Mabk Opoit yuacTHHuM (N=24) B npoAbJ/LKEHHE HA iBE CEAMHLH MNpH
3apaBu MbKe, aAyractepua (0,5 mg qHeBHO) He € Oka3an edekT BLpXY PapMakOKMHETHKATA Ha
TAMCYJI03HH WIH Tepa303uH. Cbulo Taka, B TOBAa MPOYYBAHE HE € YCTAHOBEHO (hapMaKOAWHAMHUYHO
B3aUMOOECHCTBHE.

JdyTactepu He MOBNHABA (PapMAKOKHHETHKATA Ha BapdapuH WK aurokcvH. Tosa nokasea, ue
ayracrepua He HHXHOupa/unayuupa CYP2C9 unu TpaHcnoprHara monexkyna P-rnukonporteus. In

Vifro Npoy4BaHUATA 32 B3aUMOAEIHCTBHA NOKa3BaT, 4¢ AyTacTepua He HHXuOupa en3um CYPLA2,
CYP2D6, CYP2C9, CYP2CI19 nnu CYP3A4.

Tamcyno3uH 4 E@\W ”0,;35.
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HEOﬁXDﬂHMO ¢ BHUMAHHC NIPH CBbBMCCTHOTO IMPHUWIOKEHHE HA TAMCYN03UH C TCKaAPCTBA, lﬁi |
| [, i s 1 e :

Aa MOHWKAT KPbBHOTO HanaraHe (kato aHecreTuum, PDES uuxuburopu u apyru | JJ
anga,-agpeHOpeUeNTOPHY AHTArOHUCTH). JyTacTepua/TaMCyio3MH He TpabBa ga ce npunar
KOMOHHAUUA ¢ ApYrH anda;-aapeHOPEeLENTOPHH AHTArOHUCTH.




EaHOBpEeMEHHOTO NPpUNOKEHHUE HA TAMCYI03HHOB XHMAPOXIOPHA CbC CHiHK nHxndbuTopu Ha CYP3A4
MOJKE [1a JioBeJle 10 NOBMLIABAHE HA EKCMIO3MLMATE HA TAMCY/I03HHOB XHIPOXJIOPHA.
EanospemenHoTo npunoxenue ¢ xerokonazon (MoweH CYP3A4 uHxubuTop) Boau 10 NOBULIABAHE
Ha Cmax ¥ AUC Ha TaMCYNO3UHOB XHAPOXJIOPHI C KOEPHLIMEHT CHOTBETHO 2,2 1 2,8.

TamcynosuHos xuapoxiaopua He TpaGea na 6bae npunarad B KOMOMHaLUA C MOUIHH HHXUOUTOPH Ha
CYP3A4 npu nauuenty cbe cnab metabonusupain CYP2D6 denorur.

TaMcynosuHoB xyapoxinopus Tpabea aa 6bvae M3Non3BaH BHAMATENHO PH KOMOHHALMS ¢ MOWIHH [0
yMepeHH nHxubutopn Ha CYP3A4. EqHOBPEMEHHOTO MPHIIOKEHHE HA TAMCYJ/I03HHOB XHAPOXJIOPHA
n napokceTuH (MouieH CYP2D6 nuxuburop) soau xo nosuurasaHe Ha Cpax H AUC Ha TaMcyno3nHoB
XHAPOXJOPHA C KOe(HUHEHT CLOTBETHO 1,3 1 1,6, HO TE3H NOBHIUCHHMS HE CE CUHMTAT 33 KIHHHYHO
3HaunMH. [TonoOHO nosuiuaBaHe Ha ekcnosuuuara ce odaksa npu CYP2D6 6asHu merabonusaropu,
cpaBHEeHH ¢ ObP3U MeTaboU3aTOPH NpH eHOBpeMeHHO npuioxeHte ¢ moueH CYP3A4 unxuburop.
Edextute ot egHospemento npunoxerne Ha CYP3A4 u CYP2D6 uaxuburopu ¢ TaMCyno3HHOB
XHAPOXJOPHA HE Ca OLCHABAHU KIHHUYMHO, 00aye € HaJTHUE NMOTEHLUHAN 32 3HAUYHTEITHO MOBHLIaBaHe
Ha €KCITO3ULIHATA Ha TAMCYI03HH (BXK. Touka 4.4).

CBIBTCTBALLOTO MPUIIOKEHNHE HAa TaMCy03WHOB xuapoxnopua (0,4 mg) u unmerHanH (400 mg na
BCEKH LIECT 4aca 3a LWeCT AHH) BOAM A0 AOHIKaBaHe Ha xiHpbHca (26%) v no nosvaBane Ha AUC
(44%) Ha Tamcyno3uHoB xuapoxnopua. Heobxoaumo € noBylLIEHO BHUMAHHE, KOTATO
IYTACTepHI/TAMCYAO03HH C€ NpUiIara B KOMOUHALMA C LIUMETHIHH.

He e nposexaano cnetPuHO HIMHTBAHE HA JEKAPCTBEHUTE B3aUMOAECHCTBHA NPH ChbBMECTHOTO
MPUIOXKEHHE HA TAMCYJIO3HHOB XMIPOXJIOPUA 1 BapdapuH. PesyntaTure OT orpaHHiEHH in vitro Y in
Vivo NPOYYBaHUA HE NaBaT ACHU 3aKiitodeHus. JuknodeHak u Bapdapus, obaye, MOraT Aa NOBULLAT
CKOPOCTTA Ha eIMMHHHUPaHe Ha TaMCyNO03uH. EAHOBpeMEHHOTO NpUnoxeHHe Ha BappapHH H
TAMCYJIO3HHOB XHAPOX0pHA TpAOBa Aa € ¢ NOBHLIEHO BHHMAHHE.

He ca HaOniomaBaH# B3aHMONEHCTBHA NPH NPHACKEHHE Ha TAMCYJIO3HHOB XHAPOXJIOPHA ChbBMECTHO
C aTE€HOJION, eHananpun, HudeaunuH WM TeodwinH. CrIbTCTRAILO Npuiarad GypoceMua BOAH A0
CMaj B TUTa3MEHMTE HHBA Ha TAMCYJIO3HMH, HO Thif KATO HUBATa OCTABAT B IPAHHLIMTE Ha
TeparneBTHYHHTE He € HeoBxoauma KOpeKUMa Ha JZO3HpOBKAaTa.

In vitro csoboaHaTa (PpakLikg Ha TAMCYJIO3WH B YOBELLIKA flN1a3Ma He Ce NPOMEHA HWTO OT Auazenam,
HUTO OT NMPONPAHOJION, TPUXJIOPMETHA3HI, XJIOPMAAMHOH, AMUTPUINTTHINH, AMKI0deHaK,
rnnbeHKknaMmu, CUMBacTaTHH UM BapdapuH. TamMCyno3uH ¢blUO He MPOMEHA CBOOOAHMTE (paKLiMK
Ha AUa3enam, MpONpPaHono, TPUXNOPMETHAZHI, H XJIOPMAAHHOH.

4.6 PeprranTer, 6pEeMEHHOCT H KbPMeHe

YnorpebaTa Ha gyTacTep1a/TaMCyn1034H NPH KEHY € NPOTHBONOKa3aHa. He ca nposexnaanu
Npoy4BaHHs 33 YCTAHOBABAHE Ha €()eKTa Ha JYTaCTEPHUA/TAMCYI031H BLPXY OpeMEHHOCTTA,
KbpMeHeTO H peprunurera. JJageHara no-mony nHpOpMaLMs OTpa3sBa HAMYHATA HH(OpMaLHA 32
OTAETHHUTE ChCTABKH (BXK. TOUKA 5.3).

bpeMEeHHOCT

Kakto v ocrananuTe HHXHOMTOPH Ha S-anda peaykrasara, AyTacTepua HHXHMOMpa APEBPBLLUAHETO HA
TECTOCTEPOHA B IMXHAPOTECTOCTEPOH M 8KO € NPUJIOKEH Ha JKEHA, OpeMeHHa C MBXKKH (eTyc,
NYTACTEPHI MOXKE 1A MOTUCHE Pa3BUTHETO Ha BLHLUIHUTE MOJIOBH OpraHy Ha ¢eryca (BX. TO
B cnepmaTa Ha n1¥ua, IpYEeMaild JyTacTepu, ce YCTaHOBABAT MaJIKH KOJTHYECTsa JYTACTE
H3BECTHO ANy MBXKKHK QETyC e Obe NOBIHAH HETATHBHO, aKO MaHKaTa HMa KOHTAaKT ChCLTTEP MR
HA NaLMeHT, JeKYBaH ¢ AyTacTepua (PHCKDBT 32 TAKOBA YBPEAKIAHE € Hal-roNsaM npe3 n'bpﬂ"ﬂ]‘gﬂﬂ‘ﬁ?fj"}j; v

ceAMMUH OT OpeMEHHOCTTA). Ny




[Tono6OHO Ha BCHUKH HHXHOWTOPH HA 5-anda peaykrasarta, KOraTo NapTHLOPKaTa HA NALUHEHTA €
OpeMeHHa WM € Bb3MOXKHO [1a 3abpemeHee, ce NpenopbpyBa Aa ce H3MNo/i3Ba Npe3epsaTuB No BpeMe Ha
MOJIOB aKT ¢ Uen fa ce n3berHe KOHTaKT Ha MapTHLOPKATA ChC CrepMaTa Ha natueHTa.

[IprnoskeHHETO HAa TAMCYN03HHOB XHAPOXJIOPHA NPH OPEMEHHH JKEHCKH TUTHXOBE H 3aiiLId HE €
MOKasano AaHHH 3a YBpEXKaaHe Ha IU1oja.

3a nHpopMaLUa OTHOCHO NPEOKIMHHUYHHTE JaHHH BHXKTE TOUKa 5.3.

KbpMeHe
He e n3BecTHO Aany AyTacTepua UK TAMCYJIO3MH C€ EKCKPETHPAT B KbpMmara Mpu xopa.

DepTHIIHTET

HUma cbobuieHus, ve ayracrepun NOBJIHABA XapaKTEPUCTHKHUTE Ha cnepmara (HaMmasisBaHe Ha Opos Ha
cnepmaTto3zouadTe, 0beMa Ha cnepMara M MOABHXHOCTTA HA CMNEPMATO30HAUTE) MPH 34PaBH MBXKE
(BX. TouKa 5.1). BraMOXKHOCTTA 33 HaMalABaHE HA MbXKKHA PEPTHIIHTET He MOXe Aa Obae
H3KJII0OYEHA.

He ca oueHasaHH eeKTUTE HA TAMCYJIO3HHOB XHAPOXIIOPHI BbPXY Opos Ha CNEepMaTO30HANTE WY
$OYHKUHATA HA criepMara.

4.7 EdexTn Bupxy cnocodHocTTa 3a modrpaHe H pabora ¢ MAMHER

JyTacTepui/TaMCYNO3KH MOXKE 2 NMOBJHAE B feka CTENEH BbpXy cnocoOHOCTTA 3a WwodHpaHe 1
paboTa ¢ MauiMHU. Bbnpeku ToBa, nauuenTure Tpadea na OpaaT HHGOpPMHpPaHH 3a BL3MOXKHATA NOABa
Ha CHMITTOMH, CBbpP3aHH ¢ OPTOCTaTHYHA XHAIOTOHHS, KaTO 3aMaiiBaHe, 0KaTo NPHEMAT TAMCY/1034H.

4.8 Hexenand 1eKapcTBEHH PeaKOuHA

HytacTepua B kKomOHHauus ¢ anda-0.10kepa TaMCyI03MH

Hanuure ot 4-roauuiHoTo npoy4ysane CombAT, cpasnasawmo nyracrepua 0,5 mg (n=1623) u
TaMcyJ103uH 0,4 mg (n=1611) BeAHBX AHEBHO CAMOCTOATENHO H B KomOMHauusa (n=1610) noka3ssar,
Yye YecTOTaTa 33 BCAKA HeXeNaHa peaklus, ofipee/ieHa KaTo CBbp3aHa ¢ JIEKapCcTBOTO, Npe3 NbpeaTta,
BTOpAaTa, TpeTaTra U YeTBbPTAaTa rofuHa € CboTBeTHO 22%, 6%, 4% u 2% 3a koMOHHKHpaHarTa Tepanus
AyTacTepua/TaMcyno3uH, 15%, 6%, 3% u 2% 3a MoHoTepanus ¢ ayracrepua B 13%, 5%, 2% u 2% 3a
MOHOTEpanua ¢ TamMCyJI03HH. [lo-BUCOKaTa 4ecToTa Ha HEXETRHUTE JIEKapCTBEHH PeakUMH B rpynaTa
Ha KOMOMHHpaHa Tepanus Npe3 NbpBaTa roAHHA OT JEYEHUETO Ce AbJDKH Ha NO-BHCOKATA YECTOTA Ha
HapYLIEHHATA Ha Bh3NPOU3BOIUTETHATA CHCTEMA, MO-CNELHANHO HA HAPYLLIEHHA Ha eAKYyNaLusaTa,
HabmoaapaHy MpH Ta3y rpyna.

CrieaHuTte, OLEHEHH OT H3CIEJOBATENA KAaToO JIEKapCTBEHO-CRbP3aHH HEKENAHH PEeaKLIMK ¢a Ounu
choOiaBaHu ¢ YecToTa = 1% npe3 nbpBaTa roauHa oOT NeHeHUETO B NpoyuBaHeTo CombAT.
YecToTara Ha Te3W HEXKENaHH PeaKLUUH Mpe3 YETHPUTE FOAWHH HA NEYEHHETO € I10KAa3aHa B
cineapamara tTabauua:

Cucremo-opravedH | Hexenana peakuus UYecToTa N0 BpeME Ha NEPUOIA HA JICUCHUE
KJ1ac Foauna 1 loauHa 2 loauna 3 [oauua 4
Komb6unauus ? (n) (n=1610) (n=1428) (n=1283) (n=1200)
Hyracrepun (n=1623) (n=1464) (n=1325)
TaMCyNo3MH (n=1611) (n=1468) (n=1281
HapylueHHs Ha Jamaueaqie
HEpPBHATa CHCTEMA KombuHaLms 2 1,4% 0.1%
HyTtactepun 0,7% 0,1%




Tamcynosus 1,3% 0,4% <0,1% 0%
CopaedHu Cuvpoeuna
HapyLIeHHS HeoocmamvYHoC
(xombunupan mepmun °)
KomOuHanus 2 0,2% 0,4% 0,2% 0,2%
Hyracrepua <0,1% 0,1% <0,1% 0%
TamcynosuH 0,1% <0,1% 0,4% 0,2%
Hapyluenund Ha Hmnomenmuocm
BBL3NPOM3BOAHTENH | KomOHHaums ® 6,3% 1,8% 0,9% 0,4%
aTa CUCTEMA H Jyractepun 5,1% 1,6% 0,6% 0,3%
ropaara Tamcyno3uH 3,3% 1,0% 0,6% 1,1%
IIpomeneno (namaneno)
Aubuoo *
KomOuHaums 2 5,3% 0,8% 0,2% 0%
HyTtacTepun 3,8% 1,0% 0,2% 0%
Tamcyno3ux 2,5% 0, 7% 0,2% <0,1%
Hapywenua na
eaxyrayuama ©
KombuHaua 2 9,0% 1,0% 0,5% <(,1%
Hyracrepun 1,5% 0,5% 0,2% 0,3%
Tamcynosus 2,7% 0,5% 0,2% 0,3%
Hapywenua na 2vpoama *
KomOuHauma 2,1% 0,8% 0,9% 0,6%
Hyracrepun 1,7% 1,2% (,5% 0,7%
Tamcyno3un 0,8% 0,4% 0,2% 0%
2 KomOunatisa = ayracrepua 0,5 mg seaHbK AHEBHO IUTHOC TAMCYN03HMH 0,4 mg BEAHBK AHEBHO.

KoMOuHHpaHuaT TEpMHH ChpaeYHa HEAOCTATHYHOCT BKIIOYBA 3aCTOWHA ChbpACYHA
HEJOCTATHYHOCT, ChbPACYHA HEAOCTATHUYHOCT, JIEBOKAMEPHA HEAOCTATHUHOCT, OCTPa ChpaeHHa
HEAOCTATHYHOCT, KAPAUOICHEH LIOK, OCTpPAa JIEBOKAMEPHA HEAOCTATHYHOCT, JECHOKaMEpHa
HEAOCTATBLUHOCT, OCTPa AECHOKAMEpHA HEAOCTATHUYHOCT, KAMEpPHa HELOCTATBYHOCT,
KapAUOMyJIMOHANIHA HEAOCTATRYHOCT, 3aCTONHA KAPAHOMHOMNATHA.

¢ Te3u HekenaHH peakliMH B CEKCYaTHATa (PYHKLMS Ca CBBLP3aHH C NIEHEHHUETO ¢ AyTacTepua
(BKJIIOUHTEITHO MOHOTEpAnus U KOMOHHALMA C TAMCYJIO3HH) K MOXE A MEPCUCTUPAT ¢hel
NpeyCTAHOBABAHE HA NeHCHUETO. Pondra Ha AyTacTepui 10 OTHOUICHHE HAa TOBA NEPCHCTHPAHE
HE € U3ACHEHA.

BritouBa HanpexXeHHE U YrojieMABaHe Ha rppauTe. Bkniousa UyBCTBUTEIHOCT HA IbPAMTE M
pa3lIMpPEHHE HA IHPAUTE.

B JOombiHEHUE, HEXKENAHWUTE peaKUHH Ha KOMITOHEHTA NOOTASIHO C€ OCHOBABRAT Ha
HHGOpMaL{HA, HAJTHYHA B NYOJIUYHOTO NPOCTPAHCTBO. YECTOTATA HA HEXEIAHHTE PEeaKLUHK
MOXE Jia C€ YBEJIMUYU NpH KOMOUHMpaHa Tepalnus.

YectoTa Ha HeXXENAHUTE peakKUWH, UACHTHOULHPAHH B KIIMHUYHH NIPOYHBAHHA:
Yectu (>1/100 no < 1/10), Heuectu (= 1/1 000 no < 1/100), Peaku (= 1/10 000 no < 1/1 000), Muoro

penku (< 1/10 000). Bba Bcaxa rpynupoBka no cHCTeMo-opradtu kinacose (SOC), HekeNnaHuT
peaKLiMM ca NPEACTAREHH B HU3XOAALL PEQ O OTHOLICHHE HA TAXHATA CEPHO3ZHOCT. 7 Wi o \

CucreMo-opraHeH Hexxenanu peaxuuu Hytacrepuat+ | Hyracrepur’ [ ke
Knac TAMCYNO3HH" N




Hapyiienus Ha CHrHKOn - Peaku
HEpBHATA CHCTEMA 3amaiiraHe Yectn - YecTn
I napobonue HeuecTu
CupaeyHu Cupaeuna Heuectn Heuectu®
HapPY LEHHUS HenoctareyHOCT( KomOuHHpaH
TEPMHH')
[lannuTauuu Heuectu
CbIOBHU HAPYWICHHSA OprocTaruyHa HeuecTn
XKITOTOHUSA
Pecnuparopuu, Puuut HedyecTH
rPBAHA U
MEIHACTHHATHY
HapYyLIEHUSR
CroMaLHO-4pesHH 3anck HeuectH
HapyluieHus [Inapus Heuectu
['ageHe Heyvectn
Iloppbluane HeuecTH
HapyuieHns Ha AHrvoeaem Peaku
Ko)KaTa U noakoxHata | CHuHApoM Ha CTHUBBHC- Muoro
ThKaH JDKOHCBH PEOKH
YPpTHKapus HeuecTu
Ob6pus HeuectH
[Ipypuryc HeuectH
HapyuieHus Ha IHpuanussm Mtoro
Bb3NPOU3IBOAUTENIHATA pelaKH
CHCTEMA U rppaaTa HUMnoTeHTHOCT YecTu Yectu®
[TpomeHeHo (HaMaeHo) HecTu Yectu®
nubuao’
Hapywenns Ha eskynauusta” | Yectu Yectu® YecTu
Hapyumenus Ha mieuHaTa Yectn YecTu®
e3a’
Ob61uM HapylleHHA 0 | ACTEHHUA HeuectH
ehekTH Ha MACTOTO Ha
[IPHUIOXKEHHE

a HyTtacrepua + TaMcynosus: or npoyusaHeTo CombAT — vyecToTuTe Ha HeXXenaHUTe peaKiluy
HaManABaT Mo BpEME HA ICUEHHUETO, OT MbpBaTa N0 YeTBbPTaTa roaguHa

b JlyracTepya: OT KAMHMUYHUTE NPOyUYBAHHA ¢ MOHOTEepanua Ha Q11X

C TaMcyno3uH: oT 0CHOBHHS npodun Ha 6esonacuoct B EC (EU Core Safety Profile) ua
TAMCYNO3HH.

d [Tpoyusane REDUCE (B:k. Touka 5.1)

l KoMOHHMpaHMAT TEPMHH CbpAEYHA HEAOCTATBYHOCT BKIKOUYBA KOHICCTHBHA ChpaeyHa
HEHOCTATBYHOCT, ChpACYHA HEAOCTATBYHOCT, JIEBOKAMEPHA HEAOCTATHYHOCT, OCTPA ChpACHHA
HEAOCTATHYHOCT, KAPAHOTEHEH LIOK, OCTPA JICBOKAMEPHA HEAOCTATBYHOCT, ACCHOKAMEPHA
HEJOCTATBYHOCT, OCTPa AeCHOKAMEPHA HEAOCTATbUHOCT, KAMEPHA HEJOCTATHHHOCT,
KapavONy/IMOHATHA HEAOCTATLYHOCT, KOHIMECTHBHA KApAHOMUONATHA

2 BiiouBa HANPEXXEHUE U YFOJIEMABEHE HA MbPAMTE.

3 Te3u HexxenaHu peakuMy B CeKCyanHaTa pyHKLHA ¢& CBbP3BAT C JIEYEHHETO ¢ AYTACTEP
(BIUTFOUHTEJIHO MOHOTEpanHsa U KOMOHHALMA ¢ TaMCYJI03HH). Te3n HexenaHu peaxiy
[IEPCUCTHPAT CJEA NpeyCTaHOBABAHE Ha JieueHHETOo. PonaTa Ha AyTacTepU MO OTHC
TOBA MEPCUCTUPAHE HE € U3ACHEHA. )

A Bio4ea HamansaeaHe Ha obema Ha cnepmara. :




Jpyrv naHHu

[Tpoyusanero REDUCE e nokasano no-sucoka uecrora Ha Gleason 8-10 kapurHOMHM Ha npocTaTaTa
Mpy MBbXKE, JIEKYBaHH C AyTacTepul B cpaBHeHHUe ¢ niauedo (Bwxkre Toukn 4.4 1 5.1). He e
yCTAHOBEHO, aNy e(heKTHT HAa JyTacTepu] 3a HamalgBaHe 00eMa Ha MPOCTATaTa Wi CBbP3aHHU C
MPOYYBAHETO (PAKTOPH Ca MOBIUANIY BLPXY PE3YNTATHTE,

CneaHoTO € NOKIaABaHO OT KIHHHUYHHM MPOYUBAHUA H NOCTMAPKETHHTOBHA OfIMT. KAPLIHHOM Ha
rbpAATa NPHU MbXe (BUKTE TOUKA 4.4).

[locTMapKETHHIOBH JAHHH

He)xxenaHnTe neKapcTBEHH PEAKUMK OT MOCTMAPKETHHIOBOTO HA0JIFOAEHHE B LICNHSA CBAT Ca
YCTAHOBEHH OT CIOHTAHHHTE NMOCTMAPKETRHIOBY OK/IaH, NOPAIH KOETO peanyara YeCcToTa He €
H3BECTHA.

Hyracrepua;

Hapywenun na umynnama cucmema
C Hen3BeCTHA 4eCcToTa: ANeprudHy peakuuu, BKJIIOYHTETHO OOpPHB, ChpOeK, ypTHKApHA,
NOKATHU3UPaH OTOK W @HIHOEREM.

Heuxuunu napyutenun
C "eussecTHa uecrora: [enpecus

Hapywenua na xosxcama u nookoscrnama muvKau
HeuecTH: Anoneuus (3aryba Ha OKOCMABaHE, rM1aBHO MO TANOTO), XHNEPTPHXO3a.

Hapyuwenus na evznpouszeooumennama cucmema u 2vpoama
C Heun3BecTHa uecToTa: bonka ¥ noaypaHe HA TECTUCKTE

Tamcynosus:

I[To BpeMe Ha NOCTMAPKETHHIOBOTO HabnoAeHHE CHOOLIEHHS 32 CHHAPOMA Ha HHTPAONEPaTHBHO
atoHH4Hus npuc (IFIS), papyHaHT Ha CHHAPOMA Ha TACHATA 3€HHKLA, NPH ONIEPATUBHO NEUEHHE Ha
KaTapakTa, C€ CBbpP3BaT C anda|-aJpeHOPELECNTOPHUTE AHTArOHHUCTH, BKITIOYHTETHO TAMCYJIO3HH (BXK.
To4ka 4.4).

OcseH TOBa, BbB Bpb3Ka ¢ ynoTpedara Ha TaMCYJIO3MH ¢a JOKIANBAHH NIPEACHPAHO MBXKIEHE,
APUTMHA, TaXUKapAUA, NUCITHEA, EMUCTAKCHC, 3aMBbIJICHO 3PEHHE, HAPYLUEHUE HA 3PEHHUETO, EPUTEMA
MyaTH)OpME, eKCPOIAHATHBEH JEPMATHT, HAPYUICHHE HA €AKYMALMATA, PETPOrpagHa €AKyIauH,
JIMNICA Ha €AKYNaLHus H CyXOTa B ycTaTa. HecToTarta Ha HEXENaHUTE peakLtiui M posIsTa HA TAMCYNO3UH
332 TAXHOTO NPHYMHABAHE HE MOrar Aa 6bAAT oNnpeaesieHH ChC CUIYPHOCT.

Cro0laBaHe Ha NOA03INPAHM HEKEIAHH PEaKLHH

CrofluaraHeTo Ha NORO3HPAHH HEXKENIaHW PEAKLIMU Cllel pa3pelliapaHe 3a ynotpeda Ha AcKapCTBEHUA
NPOAYKT € BakHO. TOBa MO3BONIABA /1a NPOABIKHA HAONIOAEHHETO HAa CHOTHOLIEHHETO M0/13a/PHCK 34
nexapcTBeHUA APOAYKT. OT MeAMLMHCKUTE CNEUHATHCTH C€ M3UCKRA Aa ChOOLIABAT BCAKA

Mof03MpaHa HeXenaHa peakuua uype3 U3mbnrnuTenna areHuus no aekapereara, yi. ,,Jlamas
['pyes™ Ne 8, 1303 Codus, ten: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 llpeaoanpane

Hsama aaHHH 3a npeao3upase ¢ KOMOMHaLMATA ayTacTepua/Tamcynosun. [lpeacrasenara no-gony
HHpOpMaLIMA OTpa3aBa HaNH4YHaTA UHGOPMALIUA 32 OTACAHHTE CHCTABKH.

Iyractepua
B npoyuBaH#s ¢ AyTacTepHI, NpoBeAeHY Npu ao0poBonuy, ca npunaraty Ao 40 mg ear

OHCBHW N03H AYTaCTCpUA (30 MbTH TEPANEBTHUHATA 103a) B MPOAbL/KEHHE HA 7 QHH, Ge3 H—a’t'l' r




IIHEBHO B NPOAL/IKEHHE Ha 6 MecerLa De3 JOMBIHHTETHHY HEXETAHH NNEKAPCTBEHH PeaKLiHH CNPAMO
HabnonaBaHKWTe NPy TepaneBTHYHH A03K oT 0,5 mg. Hama cneunduueH aHTHAOT 3a AyTacTEpHL,
nopaay KOETo Npy ChbMHEHHE 3a NPeao3upane TpabBa aa ce npuiara CHMNTOMATHYHO H NOAXBPAKALLO
JieHeHue.

Tamcyno3uH
[Tpeno3npaHeTo ¢ TAMCYN03MHOB XHAPOXTIOPHA MOXKE NOTEHLHAIHO Aa I0BEAE 10 TEXKKH
XHNOTEH3UBHH edeKTH. TexKH XHNOTEH3MBHY e(PeKTH ca HabmonagaH# NpHy pa3lMuHH HHBA Ha

NpeJo3HpaHeE,

[Ipy cnyuyauTe Ha ocTpa XHNOTOHUA CheA npeao3Hpane TpAOBaA Ja C€ OCHIYPH CLPACUHO-CHAOBO
noaaAbPXaunlo fedeHue. KpbBHOTO HansraHe MOXKe 1a C€ Bb3CTAHOBH H ChPACUHUAT PHTHLM [a Ce
HOPMANK3HPA ¢ NOCTABAHE HA NALMEHTA B JIEMHANO MOM0XKEHHE. AKO TOBA HE NTOMOrHE, MOTaT /ia Ce
H3NOoJI3BAT 00eMo3aMecTUTeId H NpU HeobxoanMocT Baszonpecopu. Tpadsa na ce npocnenssa
O0bOpeyHaTa QYHKUHA U Aa ce Mpunara odUonoAAbpPHKALILO eueHHe. Manko BepoATHO € AHanu3arTa Ja
MOMOrHe, Thif KaTO TAMCYJIO3HH € CBbP3aH BbB BHCOKA CTEMEH C MIa3MEHUTE NPOTEUHH.

3a 3abaBaHe Ha pe3opOLMATA MOraT Aa C€ B3eMaT MEPKH KaTo fipeaAu3BHKBaHe Ha nospuulane. Hpu
NMPUEM Ha FONIEMH KONMYECTBA JieKapCcTBO MOXE Aa Ce HalpaBH CTOMAalllHA IPOMHBKA H J1a ce
fIPUAOCKAT AKTHBEH BBIJICH U OCMOTHYEH JIAKCATHB KaTO HaTpHee cyndar.

5. ©®APMAKOJJIOIHYHHU CBOHCTBA

5.1 ®dapmakolHHAMHYHH CBOHCTBA
dapmakoTepanesTHyHa rpyna: Anga-agpesopeuentopiu aHtaroHuct, ATC xoa: G04CAS2

JdyTacrepua/TaMcynio3dH € KOMOMHaLMA OT ABE NeKapcTBa: AyTacTepul, ABOeH HHXUOUTOP Ha S-anda
peaykrasata (5-APH) 1 TaMCyn03HHOB XHAIPOXJTOPUA, AHTArOHUCT HA A H oD -aapeHopeuenTopu.
Te3u nekapcTBa HMAT ROMBIBALLM Ce MEXAHH3MH Ha ACHCTBHE, KOMTO OBp30 noaodpsasar
CHMNITOMHTE, NOTOKA HA YPHHATA H HAMAIABAT PHCKa OT OCTpa 3alpbKKa Ha ypuHata (O3VY) u
HeOOXOAUMOCTTA OT OnepaTUuBHa Hameca 3a JITX.

HyTtacTepua nHXHOKpa KakTo Tin 1, Taka 4 THI 2 H30eH3UMHUTE Ha S-aida peaykra3zara, KOUTO
OTFOBAPAT 32 MPEBPBLUAHETO HA TECTOCTEPOHA B AUXHApoTecTOCTEPOH (J1XT).

TaMCyno03uH ce CBBP3Ba CEEKTUBHO M KOMINIETUTHBHO C MOCTCHHANTHYHUTE anda;-aapeHOpPELENTODH,
no-cneunanHo ¢ noarun oA U oD. ToBa BoaK 70 OTMyCcKkaHe Ha rnaakaTa MycKyJ/laTypa Ha
npocrarara v yperparta. [Ipudbnusurento 75% ot ai-peUenTopuTe B npocTaTara ca or cyortun o A.

HQHJIO}KGHHB HAa AvTacTepHi 3a€AHO C TaMCYJIO3HH
He ca MpOBEXKIAAHH HEKITHHHYHH NPOyYBAHUA HITH KITHHHYHHA H3ITHTBAHHMA C HYTRCTepHﬂfT&MCYHOBHH.

[lpeacTaBeHuTE NO-A0NY JAHHKA OTPA3ABAT HATMUYHATA HH(DOPMALMA 32 TICYEHHE C NPHUIAraHe Ha
AYTACTEPHI 3a€HO C TAMCYJIO3HH.

KnuHu4HHTe NpoyYBaHHKA, pasriexaailid KoMOMHHUpaHaTa Tepanusa ¢ HHxUbuTopa Ha S-anda
peAYyKTa3ara AyTacTepHA U anda-agpeHepruiHiA aHTArOHUCT TAMCYJIO3UH, NOKA3BAT 3HAYUTEIHH
no2o0peHNs CIPAMO H3XOJHOTO HMBO B CPAaBHEHHE C ABATa JICKAPCTBEHH NPOAYKTa, APUEMAHH
CaMOCTOSTENHO.

Hyracrepura 0,5 mg/anesHo (n = 1623), Tamcynmuﬂ 0,4 mg/aueBHo (n =1611) wnu xomﬁuﬂ

TEKKa cummoma'rnka na JII1X ¢ obem Ha npoc*ra*ram > 30 ml ¥ cTroitHOCTH Ha PSA B rpaH € _

1,5 - 10 ng/mL B 4-roavitHo MHOTOLEHTPOBO, MYJITHHALHOHAIHO, PAHAOMH3UPAHO, ,uBOHHt‘J &h ';._,-r.f’:‘x 3

H3MuTBaHe B napanennu rpynu . [pubansnrento 53% ot yyacTHuUMTE ca Griin eKyBaHH B |~ L g

MHMHANoTO ¢ MHXHOUTOp HA 5-anda peayxrasara wiM anga Onokep. \ | ~,‘\;-_
L -



KputepunTe 3a oLeHKa Ha €(PHKACHOCTTA NIpe3 MbPBUTE ABE rOAHHU ca Ouiin npomsHa 8 cbopa o
MexayHaponaes Brunpoctnk 3a [lpoctatHata Cumnromaruka (International Prostate Symptom Score
(IPSS)), ckopocT Ha BbpXOBUR YpHHEH MOTOK (Qmax) ¥ 06eMa Ha npocTarara. IPSS ce cueroun ot 8
TOYKH H c€ ocHoBaBa Ha AUA-SI ¢ fonbsiaHuTeneH Bbnpoc 3a Ka4eCTBOTO Ha XKHBOT. BTOpUUYHHTE
KpaiiH1 TOUKH 32 €(PUKACHOCT Npe3 2-Te rOANHH Ca BKIIOUBATA CKOPOCT Ha BbPXOBUA YPHHEH NOTOK
(Qmax) 4 00ema Ha npocTtaTata. KomOuHauuaTa ¢ nocrurHana sHaydMocT 3a [PSS or Mecew 3 B
CpPaBHEHMe ¢ AyTacTepua U oT Meceu 9 B cpagHeHHUe ¢ TaMCya034H. 3a Qma KOMOMHALIMATA €
MOCTHrHaNa 3Ha4yMMocCT OT Meceu 6 B cpaBHeHuUe ¢ AyTacTepH H TaAMCYJIO3HH.

KomOuuMpaHeTo Ha gyTacTepH ¥ TaMCYJ/I03HH OCUTYpABa NMO-rOIfMO nNogo0peHHe Ha CUMITTOMUTE, B
CpPaBHECHHE C BCAKA OT ChCTABKUTE, NMPUIOKeHa caMocToAaTenHo. Cnen 2 roaHu AeyeHne
KOMOMHMpaHAaTa Tepalnua € NOKa3ala CTATHCTHYECKO 3HAYUMO CPEAHO NOAOOPEHHE Ha PE3YJITATHTE OT
cboposere HA CHMITOMMTE CIIPAMO H3X0QHATA CTOHHOCT € -6,2 €IUHULIM.

Kopurupanoto cpeaso nonodpeHue Ha CKOPOCTTa Ha YPUHHHA NOTOK OT U3XOJHHUTE CTOHHOCTH €
2,4 ml/cexynna 3a eqHoBpeMeHHara Tepanud, 1,9 ml/cekynaa 3a myracrepua n 0,9 ml/cexynna 3a
Tamcyno3uk. Kopurupanoro cpeano nogodbpenune Ha BPH Impact Index (BIl) oT u3xogHure
CTOHHOCTH € -2,] eanHULH 32 €AHOBPEeMEHHATa Tepanusd, -1,7 3a xyractepui H -1,5 3a TaMCYJTO3HH.
Te3un nogobpeHHa B CKOPOCTTa Ha YpHHHHA NOTOK M Bl ca crarucruuecku 3HaUMMH 3a
KOMOMHHUpaHaTa Tepanysa B CPaABHEHHE ¢ MOHOTEPANHKA ¢ KOETO K 1a € OT ABETE JIeKapCTRa.
Hamanenuero Ha obuinsa npoctated 00eM ¥ oOema Ha NpexoaHaTa 30Ha CAEA 2 TOAWHM JICUECHHE €
CTATHCTHYECKH 3HAYMMO 332 KOMOHMHMpaHaTa TepanKisa B CPABHECHHE C MOHOTEPAIHA ¢ TAMCYJIO3HH.

[TbpBryHaTa KpakiHa To4Ka 3a ePUKACHOCT NpU 4-roAHLLHO ACYEHHE € OWla BpeMeTo 10 NbPBHA
cayuait Ha O3Y uau XupyprudHa Hameca, cbp3ana ¢ [II1X. Cnen 4-roagnuiHo nedeHue,
KOMOMHMpaHaTa Tepanusa CTaTHCTHUYECKH 3HAYUMO HaManaea pucka ot O3Y win XupypruuHa Hameca,
cenp3aHa ¢ JIX (65,8% HamaneHue Ha pucka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHeHHe ¢
MOHOTEpanui ¢ TaMcyno3uH. Cinyuaurte Ha O3Y unu XxupypruyHa HaMeca, cebp3ata ¢ X no
l'ognHa 4 ca 6unu 4,2% npu komOuHupanara tepanus 4 11,9% 3a tamcynosus (p<0,001). B
CPaBHEHHE C MOHOTEPANUA C AyTacTepu, KOMOHHKUpaHaTa TepanHua HaMmaisea pucka ot O3Y nnu
XHpYpruuHa Hameca, csbp3ana ¢ 11X ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%]). Cnyuaure Ha
O3V nnn xupypruuHa Hameca, cebp3ada ¢ 11X go ['onuna 4 ca 5,2% 3a pyracrepus.

BropuuHuTe KpaiHH TOYKH 3a €¢PUKACHOCT cae 4-FOAKLIHO JIEYSHHE Ca BIUTIOYBANU BpeMe A0
KAWHHYHA nporpecus {AeduHrpana KaTo CbBKYNHOCT OT: IPSS srnowasade ¢ >4 TO4KH, Clly4yau Ha
O3V, cebp3zaHo ¢ JI1X, HHKOHTRHEHUHS, nHpekuua Ha nukouHuTe meTUia (UTI) u 6u0peyna
He10CTaTBYHOCT), TpoMsHa B International Prostate Symptom Score (IPSS), ckopocT Ha BLPXOBHKS
ypHHeH noTok {Qmax) ¥ 00eM Ha npocTararta. IPSS e 8-Toukosa cucrema, ocHosaBaiya ce na AUA-SI ¢
NOMBIHNTENEH BBIIPOC 38 KAYECTBOTO HA XKUBOT. Pesyntarure cren 4-roavMiiHO NEYSHHE ca
NPEACTABEHU 10-KO0ITY:

[lapaMeThp MomeHT Bbe | KomMOuHauus Hyrtacrepun Tamcyno3un
BPEMETO
O3V unu YecToTa B 4.2 5.2 11.9a
XUpypruyHa Hameca, | Meceu 48
cebp3aHa ¢ JII1X (%)
KnnHuuna Meceu 48 12,6 17.8b 21.5a
* {0 .
nporpecHa™* (%)
IPSS (eavHuLn) [M3xonHa
CTOMHHOCT] [16.6] [16.4]
Meceu 48 -6.3 -5.3b
(MpoMsAHa OT
U3XOJHaTa
CTOHHOCT)




Qmax (ml/sec)

[M3x01Ha
CTOMHOCT]
Meceu 48
(npoMsaHa OT
M3XOAHATa
CTOHHOCT)

[10.9]
2.4

[10.6]
2.0

[10.7]
0.7a

ObeM Ha npocTarara

(ml)

[u3xoaHa
CTOHHOCT]
Meceu 48 (%
NnpoMAaHa OT
H3XOJHaTa
CTOHHOCT)

[54.7]
-27.3

[54.6]
-28.0

[55.8]
+4.6a

Obem Ha npexoaHara

30Ha Ha NpocTaTara
(m)) #

[u3xonHa
CTOHHOCT]
Mecew 48 (%
NpoOMsHa OT
H3XOaHAaTa
CTOHHOCT)

[27.7)
-17.9

[30.3]
-26.5

[30.5]
18.2a

NHuaekc HA BIIUAHHE HA
HAI1X (BIT) (eAHHHLIH)

[u3xonHa
CTOHHOCT]
Meceu 48
(npoMsiHa OT
H3XOaHAaTa
CTOHHOCT)

[5.3]
2.2

{5.3]
-1.8b

{5.3]
-1.2a

IPSS Bunpoc 8
(3apaBeH cTaTyc,
cebp3aH ¢ JAI1X)
(eauHHLM)

[H3X0aHA
CTOHHOCT]
Mecew 48
(MpoMsHa OT
H3X0AHaTa
CTOMHOCT)

[3.6]
1.5

[3.6]
-1.3b

[3.6]
-1.1a

H3xoaHuTe CTOMHOCTH ca cpeHH CTOMHOCTH M MPOMEHH OT H3XOAHMTE Ca KOPUIrHPAHH CPEOHH

MPOMEHH.

* KauHuuHaTa nporpecus e aehuHupaHa KaTo CheKYAHOCT OT: IPSS Bnowarane ¢ >4 Touky,
cnyyau Ha O3Y, csnp3ano ¢ J{[1X, uakontunenums, UTI u 660peuHa HeaocTaThUHOCT.

# H3amepen Ha n36pauu mecta (13% ot paHAOMUZHPAHHTE NALUEHTH)

a. KombusnauusTa € nocrurnana sHauumoct (p<0,001) cnpamo TamcynosuH nipes Mecen 48

6. KombuHauuaTa € nocturiana 3HauumocT (p<0,001) cnpamo nyracrepua npe3 Mecer 48

KnunuyHa epukacHOCT 4 6e30MnacHOCT Ha AYTacTEPHA

B TpH ABYyroaMiIHH MHOFOLIEHTPOBH, MHOrOHAaUIMOHAITHH, KOHTPOJTHPaHH ¢ riane®o, nBorHOCaenH
KAWHAYHH U3NKUTBAHMA 32 OLICHKA HA e(PUKACHOCTTA ca CpaBHABaHU aAyTtactepui 0,5 mg NHEBHO UK
rw1atebo npu 4325 MBbike ¢ yMEpPEHO TexKa A0 Texkka cumnitoMarvka Ha JI1X, c obem Ha npoctarara

>30 ml u crofinocT Ha PSA B ananazona 1,5-10 ng/ml. Bnocneacreue Te3n H3nHUTBaHKUA ca

NMPOOR/DKHAM ¢ OTBOPEHO NPOABIKEHUE 40 4 FOJAUHH NMPH BCUYKU NALKUECHTH, KOUTO €A OCTAHAIIH B
MPOYYBAHETO H Ca NpUEMAH ¢hluaTa Ao3a ayractepua 0,5 mg. 37% o1 mbpBOHAYATHO
pPaHAOMH3IMPAHKTE HA tauedo nauneHTH U 40% oT nauMeHTHTe, paHAOMH3HpPaHH Ha QyTacTepul, ca
OCTaHaIM B MpOyu4BaHeTo 3a 4 roauHwu. [lo-ronsma uact (71%) or 2340 yyacTHULUH B OTBOPEHOTO

NPOABL/NKEHNUC €A 3aBbPIUNHITH IBCTC JOITBJIHUTCIAHH T'OAWHH Ha OTBOPCHO NEYEHHC.
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Haii-BXHUTE NapaMeTpH 3a KIHHHYHA ePHKACHOCT Ca Hunu CHMITOMATHUEH HHACKC HY ¥
AMepHKaHckaTa yponorudna acouuauua (American Urological Association Symptom [nd@c W AMA "
S1), BbpxoBua ypHHEH MOTOK (Qmax) M HECTOTATE HA OCTPO 3aAbPKAHE HA YPHHA H xupypmﬁcéxa p;- ;f:-
Hameca, cebp3aHa ¢ 11X,




AUA-SI npeacrarnsBa 7-ToukoB BbpocHHK 3a [JI1X-cebp3aHata cumiiromarvka. MakCUMaHHAT
cOop e 35. Cpennuar nixoaeH coop € 6un npubausurento 17. Cnen 6 meceua, eHa v ABe FOAUHH
fledeHHe NallMeHTHTE B rpynara Ha nhauebo ca uManu cpeaHo noaodpeHue cbe CbOTBETHO 2,5; 2,5 1
2,3 TOYKH, 10KATO B rpynara Ha Avodart nogobpenunero € 6nio ¢bOTBETHO ¢ 3.,2; 3,8 1 4,5 TOUKH.
PasnukuTe Mexay rpynure ca cTaTHcTHUYeCKH 3HauuMmu. [Toaobpenunero no AUA-SI, HabnronasaHo
pe3 MbPBUTE ABE MOAHHH OT JABOHHOCIANO JIeUeHUE, € NMPOAB/LKHIIO U IO BPEME HA JIBETE
AOMBLJHHTENHHM FOJWHYA HA OTBOPEHOTO YABL/DKABAHE HA NPOYYBAHHATA.

Omax (MarcumaneH ypuren oebum):

CpenHuar n3xoaeH Qmax B H3NUTBAHHUATA € Oun npudnnsntenHo 10 ml/sec (HopMmaneH Qmax > 15
ml/sec). Cnea eaHa H ABE TOAWHH AEUEHHE CKOPOCTTA HA MAKCUMAJIHUA YPHHEH IebuT B rpynara Ha
nnaiebo e 6una nogobpena cvoreeTHo ¢ 0,8 u 0,9 ml/sec, a B rpynara Ha Avodart - cbotBeTHO € 1,7 H
2,0 ml/sec. PaziukaTa Mexay rpynure € 6Mna CTaTUCTHUECKH 3HA4YMMa 3a meceuudTe ot | 1o 24.
[MosuiiaBaHETO Ha CKOPOCTTAa HA MAKCUMAJIHUSA YpHHEH AeOHT, HabNOgaBaHO Npe3 MbPBHTE 2 rOAUHU
Ha ABOHHOCHAMOTO JIEUeHHe, € APOAB/DKUNO U NPE3 ABETE AOIBNHUTEHA FTOAHHH HA OTBOPEHO

Mpoc/eNsaBaHe,

Ocmpo 3a0vprcane Ha YPUHA U XUDYPSUYeCKA HaMecd

Caen ABYTOAHLLIHO JIEUEHHE YeCTOTATa Ha CayvauTe ¢ OCTPO 3aabpKaHe Ha ypHHa ¢ 4,2% B rpynata
Ha nnauebo cripsamo 1,8% B rpynara Ha Avodart (57% Hamanenue Ha pucka). Tazu pa3nuka e
CTATHCTHYECKH 3HAYMMa K 03Ha4aBa, 4e 3a Aa ce u3berde equH cnydad Ha O3Y TpabBa na ce nekysar
42 nanuentu (95% CI: 30-73) B npoabkeHHE HA ABE NOAHHHU.

YecroTaTa Ha cBbp3aHarta ¢ JI1X xupypruusa Hameca ciiea ABe roavHH € 6una 4,1% B rpynara Ha
miauebo u 2,2% B rpynarta Ha Avodart (48% HaMasieHHe Ha pHcKa). Ta3d pa3nvKa e CTATUCTHUECKH
3HaYYMMa M 03HA4aBa, ue 3a 214 ce u3derHe eAuH Cy4ad Ha XMpypru4Ha HaMeca TpadBa na ce nekyear
51 nauuenTtyn (95% CI: 33 - 109) B npoab/keHUe Ha ABE FOOWHH.

Pasnpeodenenue na oxocmasanemo

EdexrbT Ha nyTacTepy BbpXY Pa3npenesieHUETO HA OKOCMABAHETO He € OQHLIHAITHO NPOYUBaH No
Bpeme Ha ¢aza Il nporpamara, oGaue, HHXUOHUTOpHTE Ha S-andapexyKrazara MOXKe Ja HAMAIAT
3ary0aTa Ha Koca U 4a HHAYUHPAT pacTexka i NpH IMLa ¢ MbKKHY TUN 3arydba Ha koca (Mbxka
aHAPOrEeHHA &NOIeLHs).

Tupouona ¢pynxyus

TupougHaTa QyHKLHSA € OLEHEHA B €AHOFOAMILHO NPOYUYBAHE NpH 3ApaBy Mbxe. HrBaTa Ha
¢cBOOOJHHA THPOKCHH €a CTAOKITHH MO BPEME Ha JICYEHHUETO ¢ AyTacTepHnl, HO HHeaTa Ha TSH ca neko
nouiueHn (¢ 0,4 MCIU/ml) B cpasHeHue ¢ miauedo 8 Kpag Ha €JHOMOAMIUHOTO JE4EHHE. TBH KaTo
TSH HuBara ca Bapuabunuu, cpeanute TSH croitnoctu (1,4 - 1,9 MCIU/mI) octapar B pedepeHTHH
rpaHuuM (0,5 - 5/6 MCIU/ml), nusara Ha cBoO0oaHUA THPOKCHH Ca CTaOHIIHH B pePEPEHTHH rPaHHULLM
1 ca noaoOHu 3a nnauebo K neueHUeTo ¢ Ayractepul, npomeHute npu TSH He ce cyurar 32
KNHHHYHO 3HaYMMH. HAMa nokazaTencTea OT BCHUKH KIIMHHYHH NPOYYBAHMA, Y€ AyTACTEPHI
MOBJAHABA HEraTUBHO THPOUIHATA PYyHKLMA.

Hoesoobpazyeanus na maewnama xcnesa
B nByrogviiHy KNHHHYHH H3NHTBAHUA, OCHIYPABALIH 3374 NalHEHTOrOAMHH €KCNO3IULIMA KbM
AyTacTEepUA, U MO BPEME HA perucTpaLlyaTa B ABY OAHIIHOTO OTBOPEHO NPOABIHKEHHME, Ca
NOKNa[BaHH 2 ¢/Ty4as Ha KADLUHHOM Ha rbpJaTa npH NaUHEHTHTE, JIEKYBaHU C AyTacTepua, U 1 cnyyai
npy nauueHT Ha mnauedo. B 4-roauwmnnte npoyvsanug CombAT u REDUCE, ocurypsasauu 17489
MaUHEHTOTOAMHH €KCNO3KILIHME KbM ayTacTepull H 5027 nalMeHTOroAUHHU €KCMO3HLUA KbM Y
KOMOMHALMAT NYTACTEPHA H TAMCYJIO3UH, HAMA IOK/IaJBaHH CIIy4aH HA KAPLIHHOM Ha I'bp[l

TPCTUPAHHUTC I'PYIIH. = Eipr

JlBe enUAEMHOIOrMYHY NPOYUBaHKS, NposefeHn B Gasnte gannun Ha CALL (n=339 cnyuas ha pak Hw;% ]
. Y e '
repaara M n=6 780 koxtponu) ¥ Benukobputanns (n=398 ciyuad Ha pak Ha repaara u.n=3 930 % %" & //




KOHTPOMNH), HE ca NMoKa3aiHl yBEJIHYEHHE HA PUCKA OT Pa3BHTHUE HA PaK Ha I'bpAaTa NpH MbXKE,
npuemalum S-anga-pesyKTazHu HHXHOMTOPH (BHXKTE Touka 4.4). Pesyararute oT mbpBOTO ripoyuBaHe
He ¢a YCTAHOBHWJIH NMOJIOXKHTE/HA BPB3Ka 33 PA3BMTHE HA PaK Ha FbpAaTa NpH MbKEe (OTHOCHTENEH
PUCK MpH ynoTpeda 3a eAHa WK MOBeYe roAXHH NMpeayu JHarHOCTHLMPAaHE Ha paK Ha rbpaara,
cpaBHEH ¢ ynoTpeda 3a no-mManko ot egHa roguna: 0,70: 95% Cl 0,34, 1,45). Ilpu BTOpOTO NpoyuBaHe
NpUOIHIUTEITHOTO KOe(HLUMEHTHO CHLOTHOLLIEHHE 32 PA3BUTHE HA paK Ha rbpaarta npH ynorpedara Ha
5-anda-penykra3zHn nHxudoHTopH € 6o 1,08: 95% CI 0,62, 1,87, B cpaBHeHn ¢ HeNpUiaraHeTo HM.

He e ycTaHOBEHa NPUYMHHO-CIICACTBEHA BPb3Ka MEXAY 4ECTOTATa HAa KApHHHOMA Ha I'bplaTta npH
MBXKE M NIPOABLKMTENHATA yrioTpeDda Ha AyTacTepua.

Ilosaussane na MeoiCKuA pepmunumem

Edexrure Ha ayTacTepua, npyuaarad B 103a 0,5 mg/nHEeBHO, BbPXY XapaKTEPHCTHKHUTE Ha CriEpMara ca
OLIeHABaHH NMpPH 3ApaBH A00POROILIM Ha Bb3pacT MexXTy 18 u 52 roaunun (n=27, npremaluu
ayractepua v n=23 nnauebo), B npoab/KeHHe HA 52 ceAMHLM K 24 CeAMMLY NONBIAHHTENHO
npocaeassane cien jeyeHuero. Ha 52-ta ceamuiia e HabnioaasaHo cpeHO MPOLEHTHO HaMaJIIBaHe
cnpsAMO M3XOoaHUTe Ha ob1uMs Opoit cnepMaTo3onau, o6ema Ha cnepmara ¥ Ha NOABMIKHOCTTA Ha
CrepMaTo30UINTE - CHOTBETHO 23%, 26% u 18% B rpynara, npuematia nqyracrepmua, caes
KOpHUTMpaHe cnpsMo OTKJIOHEHHATA OT U3XOJHUTE CTONHOCTH NPH rpynara, npvematua naauedo.
KonuteHTpauuara u Mopdosorusta Ha criepMara He ca nosausHu. Cnej 24-te ceaAMHLH Ha
MPOCNEAABAHETO, CPEHATA NPOLIEHTHA NpoMsiHa B 001K Opoi Ha criepmaTo30MAUTE NpH rpynara,
npHeMana ayractepmui, octara ¢ 23% no-Hucka or yaxoaHara. Jlokato cpeaHuTe CTOHHOCTH Ha
BCHUYKH MapaMeTpH NMpe3 LANOTO BpeMe OCTaBaT B peepeHTHH rpaHHLH H HE JOCTHIaT
NpeABAPHTEHO ONpeAcieHUTE KPHTEPHUH 3a KIIMHHYHO 3Ha4YKWMa npomsiHa (30%), npu asama ot
MBIXKETE, IpHeManH AyTacTepul, OpoAT Ha crniepMaTo3onauTe € HaMassan roseye ot 90%, B cpaBHEeHHe
C U3XOAHHA, Ha 52-Ta CEeAMHLIA H YACTHYHO Ce € BL3CTAaHOBW/I HA 24-Ta ceaMuila OT nepuoaa Ha
npocneaseale, Bp3aMoXKHOCTTa 32 HAMANABaHE HA MBXKKHUA (PEPTHIMTET HE MOXKe /1a Obae H3KIoUeHa.

Cevpoeuna HeoocmamvyHocm

B enHo 4-roauino npoyysaxe npu X ¢ ayTtacrepun 8 koMOuHaLMA ¢ TaMCyno3nH npu 4 844 mbxke
(npoyuranero CombAT) uecroraTra Ha KOMOVHMpaHUA TEPMHH CbpAEYHA HEAOCTATHYHOCT B Ipynara,
npuemaina komounauuata (14/1610, 0.9%) e 61na no-BMcoKa, OTKOJIKOTO B KOATO H [a € OT IpynuTe
Ha MOHOTepanua: gyractepua, (4/1623, 0.2%) u ramcynosuH, (10/1611, 0.6%).

B otaenno 4-roguumHo npoyyrade npu 8231 muxke Ha Bv3pacT ot 30 go 75, ¢ npeAulecTaalia
HeraTHBHA ODHONCHUA 32 KAPUMHOM Ha NPOCTaTaTa U U3XOIHU CTOMHOCTH Ha PSA mexay 2,5 ng/ml u
10,0 ng/ml npu mekeTe Ha BB3pacT oT S0 0o 60 roauwss, wnu 3 ng/ml u 10,0 ng/ml npu MbkeTe Ha
Bb3pacT Haa 60 roaunu (npoyusanero REDUCE), yectoTaTra Ha KOMOMHHMpaHHA TEPMHH ChpAcYHa
HEOOCTaTLYHOCT € N0-BHCOKA NpPH yHaCTHUUMWTE, NpHeMaluM AytacTepun (0,5 mg BeAHBK AHEBHO
(30/4105, 0,7%), OTKONKXOTO NPH YHaCTHAUWTE, NpHeMaiu raueto (16/4126, 0.4%). Post-hoc
aHaK3 Ha TOBA MPOYYBAHE NOKAa3Ba HO-BMCOKA Y€CTOTA HA KOMOHMHUpPAHHA TEPMUH ChpICUYHA
HeROCTATBYHOCT MPH YYACTHHLUTE, MPHEMALIH €THOBPEMEHHO AyTAaCTEPH H anda-
agpeHopeuenToped aHTaroHucT (12/1152, 1.0%), B cpaBHEHHE C YYACTHHULIMTE, NPHEMALLH
nytactepus Oe3 anda-agpeHopeuentopex aHtaroHucT (18/2953, 0.6%), nnauedo #
andaraapeHopeuenTope aHTaroHucT (1/1399, <0.1%), nnu nnauebo Oe3 anda-anpeHopeuenTopeH
aHTaroHucTt (15/2727, 0.6%) (BixTe TOuKa 4.4).

B meTa ananu3, skmoupall 12 paHaoMU3npaHy, naauebo Wi CpaBHUTETHU-KOHTPONHPAHK KITHHUYHH
npoyueaHus (n=18 802), koUTO oneHABAT PUCKA OT PA3BHTHE HA ChPICYHO-CHhAOBH HEXKEIIAHH
cbOHTHA ciien ynorpebata Ha ayracrepua (CpaBHEH ¢ KOHTPOJIA), HE € YCTAHOBEHO cmTucmmWi@\
3HAYMMO YBEJIHYEHHE HA PHCKa OT ¢bpacuHa HeaocTaTbuHoCeT (RR 1,05; 95% C1 0,71, 1,5{ . /75% \
mHokapaer HHgapkr (RR 1,00; 95% C1 0,77, 1,30) unu cepaeueH yaap (RR 1,20; 95% CL}@: 507 L
1,64).




Kapuyunom na npocmamama u 6UCOKOCMeREHHY mymopu

B enuo 4-roamiuHo cpaBHeHHe Ha nnauebo v ayracrepua npy 8231 mexe Ha sn3pacTt ot 50 g0 75, ¢
MpeaLlecTRalia HEraTHBHA OHOTICHS 32 KapLUMHOM Ha MpocTaTaTta i U3XOOHH CTOHHOCTH Ha PSA
mexay 2,5 ng/ml u 10,0 ng/ml npu Mmbxkere Ha sb3pacT oT 50 go 60 roaunn, unu 3 ng/ml u 10,0 ng/ml
IpH MbXKeTe Ha Bb3pacT Han 60 roaunu (npoyusanero REDUCE), 6706 yyacTHHUM Ca ¢ HANHYHH
AAHHHK OT ThHKOUINeHa OHOMCHA HA npocraTara (MPEeaAMHO DUONCHM MO NMPOTOKOIA HA MPOYYBAHETO)
3a aHanu3 2a onpeaensiHe Ha Gleason cbopoeerte. 1517 nvua ca AHarHOCTHLUHMPAHK € KAPUMHOM Ha
MPOCTATATA B (IPOYUBaHeTO. BOMIMHCTBOTO OT YCTaHOBEHHUTE upe3 OMOMNCcHa KapLIMHOMH Ha
NPOCTaTaTa B ABETE TPETHPAHH rPYIH Ca AKArHOCTHLIHpaHU kaTo HUckocTeneHHu (Gleason 5-6, 70%).

YcTaHoBeHa e no-svcoka uectora Ha Gleason 8-10 kapuvHOMM Ha npocTaTaTa nNpy rpynara Ha
ayractepua (n=29, 0.9%), cpaBHeHa c rpynara Ha rutauedo (n=19, 0.6%) (p=0,15). B roguuu 1-2,
Opoar Ha suuara ¢ Gleason 8-10 kapuuHomu e cxoneH npu rpynara Ha ayracrepun (n=17, 0.5%) u
rpynara Ha ruatebo (n=18, 0.5%). B roauuu 3-4, noeue Gleason 8-10 kapuuHoMH ca
AHArHOCTHLMpaHH B rpynara Ha ayracrepua (n=12, 0.5%) B cpaBHeHue ¢ nnauebo rpynara (n=1,
<0.1%) (p=0,0035). Hama HaTU4YHH JaHHU 32 €deKTa Ha AYTaCTEPUA 3a NOBEYE OT 4 rOAHHH NpH
MbXKE C PHCK OT KapLIHHOM Ha npocTtarara. [IpoueHTsT Ha yuacTHHLMTE, AMarHocTHuMpanu ¢ Gleason
8-10 xapuMHOMMH ce 3ana3Ba B TEUCHHWE Ha NePHOAUTE OT BpeMe B npoyusaneTo (I'oaunu 1-2 1
loaunu 3-4) B rpynara Ha aytactepun (0,5% BBB BCeky NepHo/ OT BpeMme), JoKaTo NpH nnauedo
rpynara, NpoOLEHTBT Ha y4acTHULUTE, AnarHocThuMpaHy ¢ Gleason 8-10 kapuuHoMH e nMo-HUCHK npe3
[Copuuu 3-4, otkonxoto npes ['oavnu 1-2 (<0,1% cpeury 0,5%, ceoTBeTHO) (BXK. TOUuKa 4.4). Hama
pa3nuka B wectorara Ha Gleason 7-10 xapuunomure (p=0,81).

Cnepn NOMBJIHHUTENHO RBYTOAHILIHO npocieaspane Ha npoyysaHeTo REDUCE He ca ycTaHOBEHH HOBH
cnydaun Ha Gleason 8-10 xapuMHOMHU Ha NMPOCTATATA.

B eaHo 4-roauntiHo npoyusake npu AIIX (CombAT), kbaeTo HaMa 3aab/DKHTENHH CIIOPEA NPOTOKONA
OHOMNCHHK ¥ BCHYKH JHArHO3M Ha KapUKMHOMA Ha npocTarara ca Oa3supaHH Ha OHONCHH H3BHLH
NpOTOKOAa (NPY HATHYUE Ha KIIMHUYHH HHAMKAUMU 3a Ouoncus), npoueHTure Ha Gleason 8-10
kapuuHoM ca (n=8, 0.5%) 3a nyracrepun, (n=11, 0.7%) 3a Tamcyno3ud 1 (n=35, 0.3%) 3a
KOMOMHKpaHATA TEpanys.

YeTHpH pa3nUuyHU eNHACMHUOIONHYHH NOMYNAUHOHHHU NMpoyuYBaHHd (Da3HpaHy CHOTBETHO Ha 00ULa
nomynauus ot 174 895, 13 892 u 38 058) ca nokazanu, ye ynotpedara Ha 5-anga-peayKrazHuTe
MHXHOUTOpPU HE € CBbP3aHa ¢ NOABa Ha BUCOKOCTEIICHHY TYMOPH, PaK Ha NpocTaTara WiM MoBylieHa
CMBPTHOCT.

Bps3kara Mexay OyTacTepya W BUCOKOCTENEHEH KapPLIMHOM HA MPOCTATATA HE € ACHA.

Egexmu svpxy cexcyarnama pyuxyun

EdexrbT Ha kKOMOHHAUMATA RYTACTEPHA/TAMCYJI03UH BBPXY CEKCyanHaTa QyHKLMUA € OLEHEH B
NBOAHO-CNANO, MNauebo-KOHTPOSXPAHO NPOYUYBAHE NPH CEKCYANTHO akTUBHH MbXe ¢ [IITX (n=243
AYTACTEPUA/TAMCYJIO3UH, n=246 nnauebo). Cnea 12 meceua, B rpynata, noa/10XkeHa Ha KOMOUHHUpaAHA
TEepanui, € OTUETEHO CTAaTUCTHUYeCH 3HauYuMO (p<0,001) HaMansaeaHe (BNOWABAHE) HA OLICHKATA OT
MBIKKHSt CEKCYaNIEH 31paBeH BbNpocHUK. HaMansaBaHeTO € CBbP3aH0 rMAaBHO ¢ BAOLUIABAHE Ha
eAKYNAUMATE U UAJOCTHOTO YIOBJIETBOPEHHE, OTKOJIKOTO € epeKkiuaTa. Te3n edexTH He ca oKasanu
BIIMSIHHE BbPXY YAOBJIETBOPEHOCTTA OT NpHEMa Ha KOMOHUHALMATA, KOATO € OHEeHEeHa KaTo
CTATHCTHYECKH 3HAYKMMa NO BpEMEe HAa NPOYYBAHETO, B cpasHeHHe ¢ miauedo (p<0,05). B Toea
MPOYy4YBaHE, HEXKeNAHUTE ChOUTHA, CBbP3aHHK ChC CEKCYaIHAaTa QYHKLUHA, Ca CE MPOABUIIH MO BPEME Ha

ABaHAECETTE MECELA OT JIEYEHHUETO M NMOUTH NOMOBHHATA OT TAX €a OTIYMEAH 10 6 Meceg c N
0 \
MPUKIIOYBAHE Ha TEpanMATa. 7 ?@:\ e T N

3
HisecTHO ¢, ye KOMOHHAUMATA AYTACTEPHI/TAMCYNO3MH ¥ RYTACTEPHI KATO MOHOTEPAIIUY
MPUUYHHAT HEXKeNaHd eEKTH BbpXY CeKCcyanHara (pyHKums (BxK. Touxa 4.8). |



KakTo € ycTaHOBEHO U NpH APYrH KIMHHYHK npoyyBatus, BKouuteHo CombAT n REDUCE,
NoABaTa Ha HexKenaHH edeKkTH BupXY ceKCcyanHata (pyHKLHS HamManaBea ¢ TeYeHHe Ha BpeMeTo MpH
NpoAbHKHTENIHA Tepanua.

Knunuusa edprkacHoCT M 6€30NMacHOCT Ha TAMCYJIO3UH

Tamcyno3uH MoBHLIaBa CKOPOCTTa HA BLPXOBUS YpUHEH NOTOK, Toi HamanABa 0OCTpyKUMATA Upe3
OTITYCKAHE HA MaJAKHTE MYCKY/H HA MPOCTAaTa W ypeTparTa, KaTto noaodpasa MUKLMOHHUTE CUMIITOMY.
Cob110 Taka, NeKapcTBOTO MOACOPABA CUMITOMHUTE HAa ChXPAHEHHE, 32 KOUTO BAXKHA POJIL Hrpae
HecTaOHIHOCTTa Ha NTHKOYHHA MEXYP. Te3n epeKTH BbpXYy CHMITOMHTE, CBbp3aHy C NPECTOR Ha
YPHHATA U BbPXY MUKLIMOHHWTE CHMITTOMH C€ MOAXBPIKAT [0 BPEME Ha NMPOABIKHTENHA TEPanus.
HeobxoamocTra or XMpypruyHa Hameca MM KaTeTapy3auus 3HaYUTeNHO ce 3a0ap4T.

Andaj-aapeHOpeLENTOPHUTE aHTATOHUCTH MOXKE 11a MOHHAKAT KPBbBHOTO HANATAHE YPe3 HaMAIIBAHEe
Ha nepudepuaTa pe3ucTeHTHOCT. He € HabniogaBaHO KIHHUYHO 3HAYMMO HaMaligBaHE HA KPHBHOTO
HaAraHe MO BPEME Ha U3TIMTBAHUA C TAMCYJIO3MH.

5.2 OapMaKOKHHETHIHH CBOHCTBA

B Tpu pasnHuHH KTHHYHH H3MUTBAHUA CBHC 3ApaBd JOOPOBOILM € JEMOHCTPHpaHa
OMOEeXBHBAIEHTHOCT MEXAY AYTACTEPUA-TAMCYI03MH U ChBMECTHO MPHIOKEHHE Ha AYTACTEPHA M
TAMCY./I03WH KANCYIH MOOTACITHO.

[Ipoeeneno e npoyyuBaHe 3a OHOCKBHBAJIEHTHOCT € €JHOKPATHA A03a Ha MMAHO M Clieq XPaHEeHE.
Habmonaeano e no-manko ot 30% HamaneHue Ha Chax 338 CbCTABKATA TAMCYJIO3HH OT

AYTACTEPHI/ TAMCYJIO31H CJIEl XpaHEHEe B CpaBHEHHE CbC CTOHHOCTHTE Ha raaHo. XpaHaTa UMa
mManbK (< 10%) edexr 8bpxy AUC Ha TaMCYIO3HH.

[IpoyusaHe 3a OHOEKBUBANESHTHOCT C MpHiIaraHe Ha MHOTOKPAaTHM 03H NOKA3Ba, 4e
AYTacCTEPHA/TAMCYI03KHH MOKa3Ba €KBUBAJIEHTHA CKOPOCT M cTener Ha abcopOums cnpamo
peepeHTHHTE NPOAYKTH MPH 3ApasH HHAWBKAH, B PABHOBECHO CHCTOAHNE, MNPH YC/OBHA Ha XpaHEHe.

A6copbumns

Lymacmepuo

Cnen nepopajieH NpHEM Ha €AHOKpaTHa 103a ayractepua (0,5 mg BpeMeTo 10 JOCTHIaHe Ha
MaKCHMA/IHM KOHUCHTPALMK Ha ayTacTepua B cepyMa e 1 1o 3 vaca. AGconoTHaTa OHOHATMYHOCT €
npubnmzureano 60%. buoHanHYHOCTTA HA AyTacTepH HE Ce MOBAUABA OT NPHEMa HA XpaHa.

Tamcynozun

Tamcynio3uH ce pesopbupa OT upeBHaTa MUraBHLA M UMa NMOYTH NbAHA OrnoHanuuHoct. CkopocTTa U
cTen¢HTa Ha abcopdbuusTa Ha TamMCy103WH HamManaBaT 30 MUHYTH criel XpaHeHne. EaHakBocT Ha
abcopOLMATa MOXeE Aa ce MOCTHIHE C MPHEM OT NalUMeHTa Ha AYTACTEPU/TAaMCYI03HH CAe eIHO U
CBIHO XPaHEHE 3a AeHS. TaMCYNO3UH NOKa3Ba NPONOPLUMOHAJIHA HA 03aTa MJ1a3MeHa €KCIO3ULHA.
Crnen npyeM Ha €{HOKpaTHA 1034 TaMCYJIO3UH CIIEA XPAHEHE, MIa3MEHATE KOHLECHTPaUMK Ha
TAMCYJIO3WH CTaBaT BbpPXOBH Ciled OKOJIO 6 yaca, B paBHOBECHO CbCTOAHHE, KOETO C€ IOCTHUra Ha 5-usi
A€H OT MHOTOKPATHOTO J03UpaHe, CpeaHaTa paBHOBECHA Cmax NPH NMAUUEHTHTE € OKOJIO BE TPETH IO-
BHCOKa OT AOCTHUIHATATA Clell €lHOKpaTHA 11033. Bonpexn ve Tosa € HabnogasaHo Npu NaLUEHTH B
cTapuecka Bb3pacT, ChUIaTa HaXoAKa OM ce OYaKBAIA Y NMPHU NO-MJIAAH NARUEHTH.

PaznpeaencHue

Hymacmepuo o
JyTactepun uMa ronam obem Ha pasznpeaeaeHue (300 no 500 1) n Bucoka cTeneH Ha CBb ’?6‘%

ia3MeruTe nporeunu (>99,5%). Cen MpHEM Ha AHEBHA 1033 CEPYMHHTE KOHLIEHTDALHE |
XYTACTEpHI ROCTHTaT 65% OT paBHOBECHATa (steady state) KOHUEHTpauus cien | Mecel'd LN
npubausurenno 90% cnea 3 Meceua. B R Y
PasHoBecHu (steady state) cepyMum koHueHTpaunu (Cs) oT npubnusutento 40 ng/ml ce ;I;Enf:'ri;l;f:a;;_‘gfﬂi:%i-' -




cnen 6- meceyex npreM Ha 0,5 mg BeAHbK AHeBHO. [IpeMydHaBaHeTO Ha AyTacTepua OT CepyMa B
cnepmara e cpeado 11,5%.

Tamcynosun
TaMcyno3uH € cebp3aH B 99% ¢ nnasmeHuTe nporedHu npyu xopa. O6eMbT My Ha pasrnpeneeHue e

mManbk (okosio 0,2 I/kg).

buoTpaHcdhopmauus

flymacmepuo

JyTtactepun ce Mmetabonu3upa B rofisma CTeneH in vivo. In vitro ayracrepua ce Merabonuzupa ot
uuToxpoM P450 3A4 u 3AS 10 TpH MOHOXHUAPOKCHAKRPAHH METADONUTH U €IMH JUXUAPOKCHAUPAH
MeTaboNHT.

Cnen nepopaJjieH npueM Ha AyTacTepua B 103a ot 0,5 mg AHEBHO [0 AOCTHIaHETO Ha PAaBHOBECHA
koHLieHTpaLHa ot 1,0% no 15,4% (cpeaHo 5,4%) oT npuerara n03a ce eKCKpeTHpa BbB eLeca KaTo
HenpoMeHeH aytacrepui. OcraHanaTa 4acT ce eKCKpeTHpa BbB (eueca noa ¢opmara Ha 4 OCHOBHH
meTabonnTa, npeacrasnasawm 39%, 21%, 7% u 7% cBbp3aHH C NEKAPCTBOTO BELLECTBA, H 6
BTOpOCTENEeHHH MeTaboauTa (BCeKH npeacrasnssawy no-Manko ot 5%). B ypuHata npm yoseka ce
YCTAHOBABAT CaMO CNEAH OT HENPOMEHEH aytactepua (rno-manko ot 0,1% ot nozara).

Tamcynozun

He ce Habnogara eHaHTHOMETpUYHA OHOKOHBEPCHA OT TAMCYN03HH xuapoxinopHa [R(-) nzomep] 8 S
(+) u30Mep npH xoparta. TamMcya03uH xuapoxnopua ce Metabonu3upa B rojiaMa CreneH oT LUTOXPOM
P450 eH3uMHTe B uepHus Apod U no-manko ot 10% oT a03aTa ce ekcKkperHpa HenpoOMeHeHa B
ypHHaTa. Brnpeku ToBa GapMaKOKHHETHMHHAT Npodua Ha MeTabouTHUTE NPH XOpa He € YCTAHOBEH.

Pesynrartute in vitro nokassar, 4e CYP3A4 u CYP2D6 yuacTsar 8 MeTabo113Ma Ha TaMCYO3HH,
KaTo B MaKa cteneH yuacTsar u aApyrd CYP uizoeH3anMu. Muxubupanero va CYP3A4 u CYP2D6
eH3MMUTE Ha YepHOaApoOHUA METabONHIBM MOXKE 1 AOBEAEC AO MOBHIIIEHA €KCNO3HIMA Ha
TAMCYJNO3HH (BX. TOUKH 4.4 ¥ 4.5). MeTabonHTHTE HA TAMCYI03HH XUAPOXNAOPHA C€ KOHIOTHPAT B
roasmMa creneH A0 rMIOKYPOHHI WiH cyndar npean OubpeyHa ekcKkpeums.

EnuMuHupaHe

Hymacmepuo

EauMUHENpAHETOo Ha AYTACTEPH € A0303aBHCHMO M NPOLIECHT C€ ONKUCBA C [1Ba YCMOpEeOHH NbTA Ha
eNIMMHHUPAHE, EHHHAT OT KOMTO € HACUTEH C KNHHH4HO 3Ha4YMMH KOHLIEHTPALIHH, & IPYTHAT He €.
[Tpu HUCKH cepyMHH KOHLEHTpauuH (no-manko oT 3 ng/ml) ayracrepun ce enumurupa 6up30, KakTO
MO 3aBUCHM OT KOHLICHTPALHATA BT Ha IHMHHHPAHE, TAKA K MO HE3ABUCHUM OT KOHLICHTPAaUMATA NbT
Ha eNMMHHHpaHe. EJHOKPATHUTE NI03W OT 5 mg WK NO-MajlkK¥ MOKa3Bat 00EKTHBHM QAHHHU 3a ObD3
KIHPBHC M KPaTKO BpEME Ha NMOJIYKMBOT OT 3 40 9 AHH.

B TepaneBTHYHH KOHLUEHTPALYH clie]l MHOMOKpaTeH npHeM Ha 0,5 mg AHEBHO MO-0aBHUAT, IMHEEH
MbT Ha €JIMMHHUPAHE € JOMHUHHPALLl, 3 BpPEMETO Ha NOJYXKHBOT € NMPUONU3ZATENHO 3-5 CeAMHUH.

Tamcyrozun

Tamcyno3uH n HeropuTe MeTabONUTH Ce EKCKPETHPAT IJIaBHO C YpHHATA KaTo okono 9% oT ao3ata €
noa GopMara Ha HENPOMEHEHO aKTHBHO BelleCTBO. BpeMeTo Ha NOY»KUBOT Ha TAMCYJIO3UH B
1a3Mara € B paMkuTe Ha 4 1o 3,5 vaca.

TlalMeHTH B cTapyecKa Bh3pacT —
Hymacmepuo ,//:j; Mo N
MapMaKOKHHETHKaTa Ha AYTACTEPKHA € OLICHEHA Cliell MPUAOKEHHE Ha €JHOKpaTHA 2033 ﬂ,y%é;‘f -

5 mg nipu 36 30paBU MbaKe Ha Bb3pacT Mexay 24 v 87 roauHu. He e HabntoaaBaHo 3Haqﬂg_§3 7
Ha BB3PACTTA BbPXY €KCIO3ULMATE HA AYTACTEPUI, HO NPU MBKeTe Nod S0-roguiuHa Bb3pa¢
BPEMETO Ha MOTYKHBOT € OHI0 No-kpaTko. [1pH cpaBHeHHE MeXKAY NAUHMEHTH Ha BB3PacT 5 PL




FOAHHH C MALMEHTH HaA 70-roJHLIHA BL3PacT HE € YCTAHOBEHA CTATUCTHYECKA Paz/IuKa MEXAY
CTOHHOCTHTE HA BPEMETO HA NOJYKHBOT.

Tamcyro3un

Kpncrocado npoyuBaHe 3a cpaBHsaBade Ha obiuara ekcnozuuug (AUC) Ha TaMCyTO3UH XHAPOXIOPHI
H Ha BPEMETO MY Ha NONY)KHBOT NOKA3Ba, e ¢GapMakOKWHETUYHATA JHCTIO3MUHNA HA TAMCYJIO3HH
XHAPOXJIOPHI MOXeE Ja € YAB/LKEHA NPH MbXKE B CTaPUECKa Bb3PACT, B CPABHEHHE C MJIaaH, 3APaBH
MbiKe 100POBONLIM. BLTPELIHHAT KIMPLHC € HE3aBUCUM OT CBBP3BAHETO HA TAMCYIO3HMH
xuapoxiaopua ¢ AAG, HO HaMaJIfaBa C Bb3pacTTa. 10Ba BOAM A0 NOBYIHABaHE HA 00LLaTa EKCIMO3HLNS
(AUC) ¢ 40% npm nuua Ha Bb3pacT OT 55 10 75 ronnHK, B CpaBHEHHUE ¢ NMLUATa Ha Bb3pacT oT 20 ao
32 rOAHHHY.

HanpenHanaTa Bb3pacT HaMa/iBa BLTPELUHHUA KJIHPBHHC HA TAMCYJIO3HH, KOETO BOJH 1O JIEKO
yBJDKEHO pasfpeeieHHe Ha IEKapCTBOTO NMPH NAaLMEHTH B CTapuecka Bb3pacT. ENMMHHALIMOHHHUAT
MONY>KHUBOT Ha Tamcyno3uH 0,4 mg ¢ MoaudHuupaHoTO 0CBOOOKRABAHE Ce OoleHABa Ha 14 1o 15 yaca
MpHU NAUMEHTH B CTApUecKa Bb3pacT.

Cnen ensokpatha no3a tamcynosut 0,4 mg B pexkuM Ha XpaHEHe, JIA3MEHUTE HHBA Ha THKA Ha
TAMCYNO3HH 0K0J10 6-M4 4ac ¥ B PaBHOBECHO ChCTOSAHUE, JOCTHIHATO HA 5-HA NE€H Ha MHOIOKpaTHO
no3upane, Cmax NPH NALUMEHTHTE € OKOJIO IBE TPETH NO-BHCOKH OTF JOCTHIHATUTE CiiE€A €1HOKpaTHa
no3a. BenpexH ye ToBa ce HabnoAaBa NpH NALMEHTH B CTAPYECKA BB3PACT, ChLATA KOHCTATALMA OH
ce OYaKBana U MpH MJIaJIMTe.

Yepexnane Ha 6n0peunaTa GyHKUNA

Hymacmepuo

Bauanuero Ha yBpeaeHara 6b0peuna QyHKUHA BbpXY PapMAKOKHMHETHKATA HA AYTACTEPUS HE €
npoyueHo. Bce nak, B 4yoBeLikaTa ypuHa ce ycraHoBaBat no-mMainko ot 0,1% or papnosecuuTe
KOHLIEHTpaLMH Ha to3a aytactepul ot 0,5 mg, KOETO 03HA4YaRa, Y€ HE C€ OYAKBA KITHHUYHO 3HAYMMO
MOBHIUEHHE HA MJAa3MEHHTE KOHUEHTPaUMY Ha AYTACTEPUI NPy NlaLMeHTH ¢ Ob0pedHo yBpexaaHe
(BXK. ToYka 4.2).

Tamcynozun

[Tpu 6 auua ¢ neko Ao ymepeHo (30<CL<70 mL/min/1,73m?) nnu ymepeno no texko (10<CL<30
mL/min/1,73m?) yBpexnase Ha 6u6peunata GyHkuus 1 6 nuua 6e3 yepexaane( CL>90
mL/min/1,73m?) ca cpasHenH GapMaKOKHHETHYHHMTE TOKA3ATENH HA TAMCYJI03HH XHAPOXJIOPHA.
Bwnnpeku ue € HaOmogaBaHa npomsaHa B 06inara rnjasmMeHa KOHUEHTPaUMA HA TaMCYJTO3HH
XMAPOXJIOPHA BCACACTBHE HA MPOMAHA B CBbP3BAHETO ¢ AA(G, KOHUEHTPALIUATA HA HECBBP3aHHUA
(akTHBEH) TAMCYNO3HH XRIAPOXJOPHA, KAKTO H BLTPCIIHUA KINHPBHC, Ca OCTAHANH OTHOCUTENHO
nocToaHHH. [Topaau Ta3u npuyrHA NpH NALUUEHTUTE C YBpexaaHe Ha OBpOpeyHaTa PyHKLHUA He ce
Hanara npoMsaHa B A03aTa Ha TAMCYJIO3MH XHUAPpOXAopua. Bbnpeky TOBa, NaLMEHTHTE C YBpEXKIaHe Ha
616peunara dyHkuus B Tepmunanes craauit (CL.<10 mL/min/1,73m?) He ca 6umi npoy4sauH.

YBpexaaHe Ha yepHoapobHaTa GyHKUHS

Llymacmepuo

BnuanueTo Ha yBpexkaaHeTo Ha yepHoApoOHaTa GPyHKUHA BbPXY PapMaKOKMHETHKATa Ha Ay TacTEPH
He e Npoy4eHo (Bxk. TouKa 4.3). Tvi kaTo AyTacTepHi ce eTMMHHHPA [NIABHO MO METAbOAUTEH BT,
OYaKBa ce MJ1a3MEHHUTE HHBA Ha JYTACTEPHA NPH Te3W NMaUMEHTH Aa 6bAAT NOBMILEHH, @ BPEMETO Ha
MOAYKHBOT A2 6bae no-aAbiro (Bx. Touku 4.2 1 4.4).

Tamcynozun
[Ipu 8 nHua ¢ ymMepeHa uepHoapoOHa pyHkuua (cTeneH A ¥ B no knacupukaumara Child-

BLHPBKH ye e HabmogasaHa NMPpOMAHA B o0ilaTa niasMeHa KOHUCHTPALIAA Ha T&MCYIIOZiHﬂ:F
XUApOXJIOpya BCJICACTBHUE HA MNPOMSAHA B CBbP3BAHETO C AAG, KOHLEHTpALHATa HA HCCBBLP H




BbTPELIHUA KIHPBHC HA HECBbP3aHUA TAMCYJIO3UH XHAPOXJIOpHA € yMepeHa (32%). Hopaan Tazu
NMPUYKHA NPH NALKEHTHTE C YMepeHa uepHoApoOHa AuchyHKLHSA HE Ce Hajlara NpoMsHa B 103aTa Ha
TAMCYJIO3HH XHAPOXNOpHA. TaMCyNno3uH XHAPOXJIOPH HE € MPOY4BaH NMPH NALHEHTH C TEXKKa

4yepHOApOOHa AUCHYHKILHUA.

53 [IpeaxkaAHHHYHHE JAHHH 32 §e30NACHOCT

He ca npoBexxaaHu NpeAKIMHHYHH U3MHTBAHUA C AyTacTepua/Tamcynosu. yracrepua v
TAMCYJIO3UH XHAPOXNOPUA NMOOTACAHO ¢a NPOYYEHH B oJisMa CTENEH B TECTOBE 32 TOKCHYHOCT NPH
)KHBOTHH, KaTO JaHHHTE CBOTBETCTBAT Ha U3BECTHHUTE dapMaKo[IOrMYHU AeHCTBUA HA HHXHOUTOpHTE
Ha 5-anda pedyKras3ara v anga;- aapeHopenenTopHUTe aHTarouucTH. Jagenara no-a0ay
uropMaLun OTpa3aBa HaTHYHATA HHQOPMaLHa 32 OTACTHUTE ChCTaBKH.

Lymacmepuo

Hacrosuure npoy4uBaHus 3a 00112 TOKCHYHOCT, FEHOTOKCHYHOCT Y KAHLUEPOreHHOCT He NMOKa3BaT
HUKaKbB crielHdHUUSH PUCK 32 HOBEKA.

[MpoyuBaHus 3a penpoOAYKTUBHA TOKCHYHOCT NP MBXKKH IUTBXOBE ITOKa3BaT HAMAJICHO TErJO Ha
MPOCTATaTa H CEMEHHHUTE MEXYpUeTa, HAMAJICHA CeKpeLUd OT aKLIECOPHHTE MOJIOBH JKIIE3H H
HaManABaHe Ha KHAEKCUTE Ha depTruauTeTa (Mo NpHYMHA Ha (aPMAKONOrHYHUA e(ekT Ha
aytactepua). KnuHuuHaTa pefieBaHTHOCT Ha T€3H HAXOAKH HE € H3BECTHA.

Kakto u npu apyru HHXHOUTOpH Ha S-andia peaykrasarta [1py NMpUNOKEHHE Ha QyTACTEPHL MO BPEME
Ha rectaLuaTa € HabmonapaHo heMHHH3MPaHe Ha MbXKH deTyc ApH IIbXoBe M 3aiiuu. Jyractepun
CE€ YCTAHOBSIRA B KPbBT2 HA KEHCKH IUTHXOBE ClieA YH(PTOCBAHE C MBXKKH, TPETHPAHH C AYTACTEPHA.
Koraro ayracTepua € npyuaaraH Ha NPpUMaTH MO BpeMeE Ha recTauuaTa He e Habnionasana
peMHHH3ALMSA HA MBKKY (eTyC NPH KpbBHA €KCNO3MUMA, NPEBHIIABALLA B AOCTATHYHA CTENCH
eKCTO3ULIMATA, KOATO OM HacTBMKMNA Ype3 HoBelIKa cnepma. Masiko BeposTHO € MbXKKU deTyc na bbae
[IOBNHAH HEraTUBHO CIEA fIpEeaBaHe HA AYTACTEPUA 4Ype3 cliepMara.

Tamcynozun
[{poyuBanus Ha oOLIaTa TOKCHYHOCT H FEHOTOKCHUYHOCTTA HE MOKA3BAT HUKAKBB OPEAC/ICH PUCK 32
XopaTa, pa3ii4eH OT CBbP3aHKTe C GapMaKOJOrHYHHTE CBOHCTBA HA TAMCYJIO3HH.

B npoyuyBaHus 3a KAHUEPONeHHOCT NPH IUTbXOBE H MULLKH, TAMCYJIO3MHOB XHAPOXJOPKRI BOAH A0
MOBHUIABAHE HA YECTOTATa Ha npoardepaTHBHH APOMEHH HA MJIEYHATA U1€3a MPH HMEHCKHTE
AKUBOTHU. Ta3H HaXOOKa, KOATO HAM-BEPOATHO C& MeHHPa OT XHMEPNPONAKTUHEMHUATA H €
HabaOAaBaHA CaMO ITPH NPHIOKEHUE Ha BUCOKH 03H, CE NMPHUEMa 33 KIMHHYHO He3HaUYHMA.
BucoknTe 1031 TAMCYJIO3HHOB XMAPOXJIOPHA BOAAT A0 OOpaTHMO HaMalisBaHE HA (epTUIETETA NPH
MbJKKH TUTHXOBE, KOETO BEPOATHO C€ Ab/DKM Ha MPOMEHH B ChABPKAHHETO HA CHIEPMATA WK
HapylllaBaHe Ha efAKynauuaTa. EQexTure Ha TaMCy03uH BbpXY Opof Ha CNEPMATO30HUANTE KM
(YHKUMATA HA CnEpMaTa He €a OLCHSBaHM.

[TprunoKeHHUETO HA TAMCYJIO3HH XHAPOXAOPHA MPH OPEMEHHH KEHCKM TUTbXOBE Y 3aiiLU B 1034,
NO-BUCOKA OT TEPAaneBTHYHATA, HE MOKa3Ba JAHHH 32 PETATHO YBPEIKAAHE.

6. PAPMAIIEBTHYHHA TAHHH
6.1 CnHchK HA NOMOIIIHHTE BellecTBa

Cwovpoicanue Ha Oymacmepuo Mexa Kkancyaa
MPOMUASHIIMKOM08 MOHOKANPUNIAT
oyTuaxugpokcuronyeH (E321)

XKENaTHH

FRLEPOIT




TUTAHOB auokcua (E171)
TPUTTHLEPH M, CPEAHOBEPHIKHH
NEeUXTUH (MOXeE Ja ChAbpPKa COEBO MAcC/IO)

Cwobpircanue Ha MAMCYI03IUH NEAeMu.:

CBLIOJIMMEDP Ha METAKPHIOBA KUCEHHA U eTrunakpunar (1:1), 30-npoueHTHa aucnepcus
LEeNyn03a, MHKPOKPHCTATHA

nubyruncebaxar

nosiucopbat 80

CWIMLHEB IHMOKCHI, KONOHAeH O0e3BoaeH

Ka/iLieB cTeapar

Obsugka Ha mevypoama Kancyna:
XKeneszen okcua, yepeH (E 172), xene3zen okcua, uepsed (E 172), Tutanos anokeun (E171), xeneseu
okcHI, XbaT {E 172) u xkenatux

Yepro macmuno:
Lennax, xeneszed okcua, 4epeH (E 172), nponuneHrnukon, aMoHAK, KOHLEHTPHpaH pa3TBop, KalHeB

XHAPOKCHI,

6.2 HecbBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rognocr

2 rOHHY
Cpok Ha roaHoCT cjieq Nbpeo oTBapaHe Ha OyTuakara: 90 quu

6.4 CpnenuajnHH yCJIOBHS 33 CbXPaHEHHE

Jla ce cexpansea noa 30°C.

6.5 BnrauchabpXkanne HA ORNAKOBKATA

HDPE 6ytinka ¢ kanauxa, cbabpaKailla CHIHKAre Karo ASCHKAHT.
"'oneMuHH ONAKOBKH:

7 xancyny, Tebpan B 35 ml 6yrwika;

30 kancynu, Tebpan B 100 ml OyTrnka;

90 xancynu, Tebpau B 250 ml 6ytunka

He BcHukKn BUAOBE ONAKOBKH MoraT Aa 0bAaT IMyCHATH Ha rasapa.
6.6 CnenHalHH Npeana3HH MepPKH NMPH H3XBLpaAdHe H paboTa
HyTtacTtepun ce pezopOupa npe3s Koxkara, Nopangu Koeto TpsadBa aa ce u3dbAraa KOHTAKT € KaNCyau ¢

HApYILLEHa LAIoCT. B cnyyail Ha KOHTAKT C TAKHMBA KamNCyJIM 30HATA HA KOHTAKT TpAOBa BeaHara aa ce
W3IMHE CBC CanyH U BoAa (BHXKTe Touka 4.4),

Heuznon3BaHuaT JICKAPCTBCH MPOAYKT WK OTHAADYHHTE MATCPHAJIA OT HCTO TpﬂﬁBEl Aa (,{( %\

B CHOTBCTCTBHUHEC C MCCTHHTC U3UCKBAHHAL. . ;,:&3"

7. NPHTEXATEJI HA PAZPEINEHHUETO 3A VIIOTPEBA



EKODQAPM I'PVYII A/

ya. Atanac dyxos Ne29, er.3,
1407 Codust, bonarapus

Ten: (02) 906 90 70

dbakc: (02) 906 50 71

8. HOMEP HA PAZPEIUEHHETO 3A YIIOTPEBA

Per. Ne 20190163

9. JATA HA ITBPBO PAZPEINABAHE/TIOTHOBSABAHE HA PASPEIHIEHHETO 3A
YIIOTPEBA

JHara Ha nbpBO paspetuaBane: 24 woHu 2019 T.
JlaTa Ha nocaeaHo nopHoBaAsaHe: 29 anpun 2025 r.

10. JATA HA AKTYAJ/IMBUPAHE HA TEKCTA

08/2025




