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KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

| UME HA JIEKAPCTBEHUS INPOAYKT
Tamanu3z /Iyo/l 0,5 mg/0,4 mg TBbpAM KancyJiu

Tamaliz DuoD 0.5 mg/0.4 mg capsules, hard

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika kancyna ceabpka 0,5 mg nyracrepua (dustasteride) u 0,4 mg TaMCy103MHOB XHAPOXJIOPH]L
(tamsulosin hydrochloride) (exBuBasnienteH Ha 0,367 mg TaMCy1031H).

[IoMOLIIHM BelleCcTBa C U3BECTHO JIEHMCTBUE
Besika kanicyna cbabpika clieId OT JIEMTHH (KOMTO MOJKE J1a ChbpKa COEBO MacCi0) U NMPUOIHU3UTETHO

103 mg npONUJIEHIJIMKOJI.

3a IMbJIHUS CITUCHK Ha MOMOILIIHUTE BELIECTBA BUIKTE TOUYKA 6. 1.

3 JEKAPCTBEHA ®OPMA
Kancyna, TBbpaa

Tamanus J{yoJl e noa popmara Ha npoabiiroBatd TBepad Kancyiu, N’ OEL, ¢ pazmepu npubau3uTesiHo
24,2 mm x 7,7 mm, ¢ kadaBo Tas10 U OexkoBa karnauka ¢ Haanuc CO01 HaneyaTtaH ¢ 4epHO MacTHJIO.

Bcska TBBpAa Karncysa cbabpika nejaeTu ¢ HK3BMEHEHO OCBOOOK1aBaHe ¢ TaMCYJIO3HHOB
XHAPOXJIOPH € 051 10 NOYTH O LIBAT M €1HA MPOABJIrOBaTa MEKa XKeJIaTUHHOBA KarcyJia ¢

AYTaCTEPH/] ChC CBETIOXKBJIT LIBAT, ITbJHA C MPO3pavyHa TEYHOCT.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKa3aHHS

JleueHre HA YMEPEHO TEeXKa [0 TEXKAa CUMIITOMATHKA Ha 1OOpOKayeCcTBEHA IMPOCTATHA XUIEpPIia3us

(JI1X).

HamasnisBane Ha pucKa OT OCTpO 3aabprkaHe Ha ypuHaTta (O3Y) U Xupypruyecka Hameca Mpu MaluMeHTH C
YMEPEHO TEXKKa 0 TeXKKa cCUMIitomaTuka Ha JI11X.

3a uHopmaLus 3a eeKTUTE OT JIEUEHHUETO U FPYINUTE MALUEHTH, [TPOYYEHHU B KIIMHUYHHUTE U3MUTBAHMS,
MOJISI, BUXKTE TOYKa S.1.

4.2 Jl03HpOBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa




Bwapacmnu (exniouumentno nayuermu 8 cmapuecxa ab3pacm)
[TpenopbunTenHara ao3a Tamanus dyo/l e enHa kancyna (0,5 mg/0,4 mg) BeAHBK JHEBHO.

Kbaero e YMCCTHO, Tamanus ﬂy{)ﬂ MOXC Ja C€ U3ITOJI3BA 34 3aMCCTBAHE Ha CHBMCCTHOTO INIPHITIOXKCHHC Ha
AyTacTepua H TaMCYJIOZHHOB XHAPOXNOpPHO NpH CHLUCCTBYBALA TEpAMHs C JBaTa JTEKAPCTBEHH IPOAYKTaA C
LC]T YVIICCHABAHC HA JICHCHUCTO.

KbaeTo ¢ KIMHHYHO YMECTHO, MOXe Aa Obae oOMHUCNeHa NpiaKa NpOMAHa OT MOHOTEparnus ¢ Qyracrepua
WM TAMCYJIO3HMHOB XHapoxiopua kbM Tamanus Hyoll.

bvbpeuno yspesicoane
BnausHuero Ha 610peyHOTO yBpekaaHe BbpXY (PapMaKOKHMHETHKATA HA JYTACTEPH]/TAMCYJIO3HH HE €
npoydeHo. He ce oyakBa HeoOXoauMMOCT OT NpOMAHA Ha A03aTa 3a NalHeHTH ¢ OB0peyHo yBpexaaHe (BxK.

TOUKH 4.4. 1 5.2).

Yeproopobuo yapeosicoane

BauauueTo Ha yepHOAPOOHOTO yBpeKaaHe BbpXy GapMaKOKHHETHKATA HA AYyTACTEPUI/TAMCYJI03HH HE €
NpOy4YeHo, 3aTOBAa JICKApCTBOTO TpAOBA Aa CE NMpWiara BHUMATEIHO NMPU NALMEHTH € JIEKO OO0 YMEPEHO
yepHOApOoOHO yBpexkKIaHe (BxkK. Touka 4.4 W Touka 5.2). Ynorpebara Ha Tamanu3 JIyo/l npu nauueHTH ¢
TEKKO YepHOApOOHO yBpeKaaHe € NpOTHUBONOKa3aHa (BxK. Touka 4.3).

Heduampuuna nonyaayus
IlyTacTepua/TaMCcyn0o34H € NPOTHBONOKA3aH NpH NeJuaTpyuyHaTa nomyjauus (Ha sb3pacT noa 18 roaunHm)

(Bx. TOuKa 4.3).

HayuH Ha NPUIOKEHHUE
3a nepopasHO MPHIOKEHHUE,

Ha mauneHTHTE TpnOBa Na Ce JanaT yKa3aHUs Ja NMONTBLUAT KANCy/IUTe LEH, 0Ko0 30 MHUHYTH ¢/1el €IHO
M CBLIO XpaHeHe 3a AcHA BCekH AeH. Kancynnte He TpsOBa na ce apBYAT WM OTBapAT. KOHTaKTBHT ChC
ChAbPKAHHETO Ha KAMncysaTa ¢ ZyTacTepHl, KOATO C€ ChIbpXKa B Kancynara ¢ TBbpAa oOBHMBKa, MOJKe Ja
npeAW3BHKA Apa3HEHe Ha opodapyUHreaHaTa JIHraBHLa.

4.3 IIpoTHBONOKAIAHNS

Tamanus yo/l € npoTHBONOKAa3aH rpH:

— [MAlUMEeHTH CBbC CBPBLXUYYBCTBUTEJHOCT KbM JyTacTepui, KbM JAPYTH HHXHOMTOpPH Ha S-anda
peOyKTa3aTd, KbM TaMCY/JAO3MH (BKIKOUYUTEIHO TaMCYJIO3UH-HHIAYLHPAH aHruoeleM), cod,
(GBCTHUM WK KbM HAKOE OT APYTHMTE MOMOLLHM BEIECTBA, H30pOEHH B To4Ka 6.1

— JKEHH, Jela M IOHOLUH (BxK. ToUka 4.6)
— TMaLMeHTH C aHaMHe3a 33 OPTOCTATHYHA XHIIOTOHUA
— TAaUMEHTH ¢ TEXKKO YepHOIAPOOHO YBpexXKIaHE.

4.4 Crnenuajnu npeaynpexieHHa H BpeANa3Hl MepPKH [IPH ynoTpeda

KoMmbuHupaHa repanus Tpsabea na ce npeanucea ciel BHUMATENHA OLCHKA Ha OTHOLL
nopaau MOTEHUHAIHO MMOBHUIIEH PUCK OT HEXEJIAHU CHOUTHA (BKIIIOUMTETHO CHPACYH

Kapyurom na npocmamama u aucoxocmeneniu mymopu
[Ipoyusanero REDUCE, 4-roauiuHo, MHOMOLEHTPOBO, PAHAOMH3HPAHO, JBOMHOCIIH
wiauebo mpoy4yBaHe, u3cacaBa edekTa Ha ayracrepun (0,5 mg NHEBHO MpH Malue




KapLIMHOM Ha NpocTaTara (BKIIOMBAWIO MBXKE Ha Bb3pacT oT 50 a0 75 roaunu ¢ HUBa Ha PSA ot 2,5 1o
10 ng/ml 1 HeraTuBHa OuorCcHs HA npocrarara 6 Mecela NpeJH BKIOYBAHETO B IPOYYBAHETO) B CPABHEHUE
¢ manebo. PesynraTure OT ToBa rpoyuBaHe NOKa3BaT no-Bucoka yecrora Ha Gleason 8 — 10 kapuuHoMH
Ha MPOCTATATA NPH MBLXKE, JIEKyBaHH ¢ ayTtactepua (n = 29, 0,9%), 8 cpaBHenne ¢ mnanedo (n = 19, 0,6%).
Bptb3kata mexay gyracrepua ¥ Gleason 8 — 10 kapuMHOMU Ha nipocraraTta He € sicHa, CremoBaTenHO
MBXxeTe, npueMaud Tamanus lyo/l tpaOBa na 6boat oLeHABAHH PEAOBHO 3a KApPLMHOM Ha NpocTarara

(BXK. TOuka 5.1).

IIpocmamno-cneyughuuen anmucen (PSA)

CepyMHara KOHLIGHTpALMA Ha TnpocTaTHO-cneuuuuHna aHTured (PSA) e BaKeH KOMIIOHEHT 3a
YCTaHOBSIBAHETO HA KapLMHOM Ha mnpocrarata. Caen 6-meceuHo jedyeHue Tamanuz JyoJl Boau a0
HaMalisiIBaHE HA CPEeIHUTE CEpYMHHU HHBA Ha PSA ¢ mpubnusurenHo 50%.

[Ipu naunenture, npuemawn Tamanu3s dyo/l, Tpsbea Ja ce yCTaHOBH HOBa M3XOjAHA CTOMHOCT Ha PSA
cnea 6-meceqHo sedenne ¢ Tamanuz [dyo/l. IlpenopbuBa ce peaOBHO MpocaeasBaHe HA CTOHHOCTHTE Ha
PSA cnea toBa. Besako NOTBBpACHO NOBHIIABaHe OT HAH-HACKOTO HUBO Ha PSA no BpeMe Ha JIEYEHHETO ¢
Tamanus Hyo/l Moxe na e Oener 3a HanmvuMe Ha KapLHHOM Ha NpoCTaTa WIH 33 HENPHABPXKAHE KbM
Tepanuara ¢ Tamanus AyoJ] v TpaOra ga ce oLeHIBa BHUMATETHO, I0PH B Cly4ail Y€ TaKuBa CTOHHOCTH Cca
BCE OLLUE B PAMKHTE Ha HOPMAJIHUTE CTOMHOCTH 3a MBXE, HENpHeMally S-anda peaykrazeH HHXHOUTOp
(Bx. Touka 5.1). IIpy HHTEpNpeTHpaHeTO Ha CTOHHOCTTA Ha PSA 3a naliueHT, KOHTO npueMa AyTacTepHi,
3a CpaBHEHME TpAbBa Aa ce NOTHPCAT NpeAUIIHN CcTOHHOCTH Ha PSA.

Jleuenunero Tamanus [yo/] He npedn Ha u3non3eaHeTo Ha PSA xaTo noMoIHO CpeACTBO B IHarHOCTHKATA
Ha KapLHHOMA Ha NpOoCTaTara ¢jie] YCTaHOBABAHETO Ha HOBA U3XO/JHA CTOUHOCT.

CepymHure HuBa Ha obwma PSA ce BpbulaT KbM H3XOOHMTE CTOWHOCTH JO0 6 Meceua cCien
[IPEYCTAHOBABAHE HA JIEUEHUETO. CHOTHOLIEHHETO MeXKAY ¢BoOOAHHA U o0 PSA octaBa noCTOSHHO
Aaxe noa avaHHeTo Ha Tamanuz Jyo/l. Ako KTMHMLMCTHTE H3Depar fa U3Non3BaT OTHOCHTENHHA J4N
(%) Ha csoboanMsA PSA xaTo NOMOIIHO CPEACTBO 32 YCTAHOBABAHE Ha KAPLIWHOM Ha MPOCTATaTa MPH MBXKeE,
JieKyBaHH ¢ Tamasn3 /lyoll, HaMa 1a e HeobOxoanuMa KOPEKUMSA Ha CTOHHOCTTA My.

I1pu nauneHTHTE TpAOBa Aa Ce HaNpaBH PEKTANIHO TYLIMpaHe HA NPOCTATATa, KAKTO H APYrd H3CACABAHHS
3a AMarHOCTHKa Ha MPOCTATeH KaplMHOM WIH Apyrd 3abonsBaHuA, KOMTO MOXKe Ja NMPHYHHAT CHLIIUTE

cumntoMH xato JI1X, npeau 3anousane Ha Tepanug ¢ Tamanus Jdyo/l >, kakTo H NEPHOAWYHO CJIEI TOBA.

CvpoeuHoC008U HENHCEAAHU CLOUMUA

B npe 4-rOAMIIHM KIAHHYHM TIPOYYBAaHUS YECTOTAaTa Ha ChpAEYHATa HeAOCTAThYHOCT (KOMOMHHpaH
TEPMHH 3a choOmaBaHM CBOMTHA, FNAaBHO CbpAeYyHAa HENOCTATHYHOCT M KOHINEeCTHBHA ChplAedyHa
HEJAOCTATLYHOCT) € MAIIKO NO-BUCOKA NPH YYACTHULIUTE, KOUTO NpUeMaT KOMOMHAIMATA OT QYTACTEPH] M
anga;-aipeHOPEUEIITOPEH aHTAFOHKCT, IVIABHO TAMCYJIO3HH, OTKONKOTO Cpell YYaCTHHLIMTE, HEeMPHEMAIIH
KOMOHHalMaTa. YecToTaTa Ha CHpAEUHA HEAOCTATHUHOCT NpPH TE3W H3MMTBAHMA 00aye € No-HUCKA BBHB
BCHYKH aKTHBHO JIEKYBaHH IpDyNM B CpaBHEHME ¢ Ipynara Ha mianebo, a ADYrHTe HaJMYHH JaHHH 13
AYTACTEPH] UIH aHTaroHUCTUTE Ha anda|-aApPEHOPELENTOPHTE He MOAKPENAT 3aKII0UYEeHHE 33 NOBHILICHH
CbpAEYHOCHAOBH PHCKOBE (BX TOYKa 5.1). |

Hosoobpazysanun na maeunama sicaesa
B peakn cayyau ce crobllaBa 3a KapUHHOM Ha MJIEMHATA XKJ€3a NMPH Mbxke, NpAey
KIHHHYHM HU3NHTBAHHA M 110 BpeM€ Ha MOCTMApKeTUHIOBMA nepuol. EnunemMuoffodd
obade He Noka3BaT NMOBUIIABAHE HA PHUCKA OT Pa3BHTHE HA KAPLIMHOM Ha MJICYHafja'y
ynotpeba Ha S5-anda peaykrazHH HHxHOUTOPH (BXK Touka 5.1). Jlekapure TpaOeH &
NalHeHTHTE CH BEJHAra 1a ¢boOINaBar 3a NPOMEHH B THKAHTA Ha MJIeYHATA HKiie3a



Ha OY4YKM HIH CEKpET OT 3bpHarTa.

bvbpeuno yapesicoane
JleyeHrero Ha MaLMEHTH ¢ TexkKO ObOpeyHo yBpexaaHe (KpeaTHHHHOB KIUpBHC noj 10 ml/min) Tpabsa
[a C€ OCHUISCTBABA C MTOBUILIEHO BHUMAHUE, Thil KATO He ¢a NPOBEXKIAHH [IPOYUBAHHUA NPK TE3M NAlIMEHTH,

XUnomonus
OprocraTiyHa: [logobHO Ha ocTaHanuMTe aHTArOHUCTH Ha andga;-agpeHopeuenTopuTe, Mo BpeMe Ha

JICYEHHUE ¢ TAMCYIO03HH MOXKe Ja ¢e HablroaaBa NOHWKaBaHe Ha KPBBHOTO HAAraHe, KOETO B PEIKH CITy4YaH
MOXKE Aa MpUYMHM CHHKOMN. [laumeHTuTe, kouto 3anousat neyeHue ¢ Tamanus Hyoll, Tpabea na 6naar
NpeayrnpeAcHH Na CeNHaT WAM [a JerHaT IIpH MbPBUTE CHMITOMHM HA OPTOCTATHYHA XHMIIOTOHMA
(3amasHoOCT, cnabocT) o0 OTILYMABAHETO UM,

3a Ja ce cBene 10 MMHMMYM BB3MOXXHOCTTA 33 PA3BUTHE HA MOCTYpaiHA XUITOTOHMSA, NALIMEHTHT TpsAORa
na ObAe xeMOAMHAMHYHO CcTa0WieH Ha anga;-aJpeHOPEUCNTOPEH AHTArOHHCT MNpedH 3ano4BaHE Ha
ynotpebara Ha PDES unxuburopu. Cumnromaruuna: [IlpenopbuBa ce noBUILEHO BHUMaHHE, Korato anda-
anApeHepruyHU ONOKUpallid areHTH, BKTIOYHMTEIHO TaMCYJIO3WMH, ce mpunarat eaHospemeHHo ¢ PDES
uHxuburopu (Hanmp. cunaeHadwin, Taganadwin, BapacHadwi).  AHTArOHMCTHTE Ha  anda;-
agpeHopeuenropure H PDES uHxubutopuTe ca Ba3oAWIATATOPH, KOMTO MOFrar jAa MOHMXAT KPBBHOTO
Hansrade. EnqHoBpeMeHHaTa ynotpeba Ha Te3H JBa Kilaca JIeKApCTBA MOTEHLUMANHO MOXE Ja NPHYUHH
CUMIITOMATHUYHA XMINOTOHHA (BXK. TOUKA 4.5).

Cundpom Ha unmpaonepamueHo aMOHUYHUA UPUC
[Ipy HAKOU MALIMEHTH, KOUTO C€ AEKYBAT MOHACTOAILUEM WIH ca OWIM JIeKyBaHU NPEeaH ¢ TAMCYJIO3HH, [0

BPEME Ha orepaliMd Ha KaTapakra € HabIoJaBaH CHHAPOMBT Ha MHTPAONEPaTHBHO aTOHMMHHA MPHC
(Intraoperative Floppy Iris Syndrome — IFIS, BapuanT Ha cunapoma Ha TacHata 3enuiia). IFIS moxe na
MOBHLUH PHUCKA OT OYHH YCIOXHEHHS IO BpEME Ha H ciled onepauuara. [lopaau Ttasuw npHuvHa He ce
Npenopb4Ba 3ano4ypaHe Ha tepanua ¢ Tamanus yo/l npu nmauueHTH ¢ Hacpo4eHa onepailys Ha KaTapakra.

[lo BpeMe Ha npeaonepaTHBHATa OLCHKA XUPYP3UTE, U3BBPLIBALIY ONEPalldd HA KAaTapaKTa, H EKHITHTE
opranMosiosn TpaOBa Ja B3eMaT MpeABH[ JATH NMALMEHTUTE C HacpOYeHa ornepalMs Ha KarapakTa ce
JEKYBAT MOHACTOALIEM WK ca Owiu nexkyBaHH npeau ¢ Tamanus dyo/l, 3a 1a ce ocurypar NoAXOAAIMA
MEPKH 3a osnaaasaHe Ha IFIS no Bpeme Ha onepauumsira.

CrnMpaseTo Ha npveMa Ha TaMCyno3WH | — 2 ceAMMUM NpeaH onepauMATa Ha KaTapakTa ce CMATa 3a
NOJI€3HO, HO MOJI3aTa H NMPOABDKHTEIHOCTTA HA MEPHOAA OT BpeMe, 3a KOTo J1ekapcTBOTO TpsAOBa 1a ce
CIpe Npeay ONepauMaATa Ha KaTapakTa, BCe OLIe HE ¢a YCTaHOBEHH.

Kancyna ¢ napywena yanocm

Jyractepua ce pesopbupa npe3 koxara, Nopajad KOETO KEHHTE, ISLaTa ¥ IHOWNTE TpaOBa na u3barear
KOHTAKT € KalCy/IH ¢ HApYyLIEHa LsNoCT (BK. Touka 4.6). Ako ToBa ce ¢iTy4yH, 00/1acTTa Ha KOHTaKT TpsadBa
He3abaBHO Ja ce U3MHE C BOJA U CalyH.

Huxubumopu na CYP3A4 u CYP2D6
EAHOBpeMEHHOTO NMPHJIOKEHWEe Ha TaMCYJIO3UHOB XHMAPOXJIOPHI ¢ MOLIHM HHXHOUTOP
(Harp. KETOKOHA30/1) WK, B NO-MAJIKa CTENEH, ¢ MOILHU HHXubuTopu Ha CYP2D6 £
MOX€E [a MOBHIIH €KCMO3ULMATA Ha TaMmcCylno3dH (Bx. Touka 4.5). Cnenon #,
XHIPOXTIIOPH, HE C€ NpenopwuBa Nnpu naudedTy, npueMauu MmouleH CYP3A4 ui
W3MON3Ba BHHMATE/IHO MNMPH NAaUMEHTH, npueMai ymepeH CYP3A4 uuxuOu ,
CYP2D6 unxuburop, kombunauus or CYP3A4 u CYP2D6 uuxuburopu, unu
yCTAHOBEHO, 4€ ca OaBHU MeTabonn3aTopu Ha CYP2D6.

Ha CYP3A4




Yeproopobro yepeosicoarne

JlyTacTepH/TaMCyJI03MH He € NPOYUeH MPH MaLKeHTH ¢ YepHoApobHo 3abonsasane. Tamanns Jyo rpadea
fa ce mpWwiara BHUMATEJIHO NpPU NALKMEHTH C JEKO 10 YMEPEHO TEXKO YepHOApoOHO yBpexnaHe (BXK.
Touka 4.2, Touka 4.3 U Touka 5.2).

Tamanu3 IyoJl CbABpKA NPONUNEHIVIHKOJ H HATPUH

Tora nekapcTBO ChABLPKA NpubONU3UTEeNHO 103 mg NponuiIeHrIMKOI BLB BCAKA Kancyna.

To3u nexapcTBO ¢bABPKA Mo-Manko oT | mmol HaTpuii (23 mg) B kancyna, T.e. Ha MPaKTHKa HE CbAbPXKa
HATPUHA.

4.5 BianamojaeiicTBHE ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrda GopMH HA B3aHMoOaciicTBHE

He ca nposexaaHy NpoyuBaHHA 3a JIEKAPCTBEHUTE B3aMMOEHCTBHSA HA JyTACTEPH/ TAMCYJIO3HH.
CnengHuTe TBBPASHHUA OTpa3ABaT HaJTWYHATA MH(OPMALIMA 38 OTACTHHTE ChCTABKH.

Hyracrepun
3a uHGOpMalLIKs OTHOCHO MOHMKABAHETO HA CTOWHOCTUTE Ha cepyMHHUA PSA no BpeMe Ha JieueHHe C

NyTacTepH, KaKTO H 3@ HACOKH 33 YCTAHOBSIBaHE Ha KapLIMHOM Ha MpoCTaTaTa, MOJsA, BHXKTE TO4Ka 4.4,

Egpexmu na opyeu nexapcmsa evpxy ghapmaxoxunemuxama na oymacmepuo

JyTacTepua ce elIMMHMHMpPA NIaBHO 4pe3 MeTabonuaupane. /m vifro npoydBaHHATa NMOKa3Bar, Y€ TOBa
metabonusupane ce karannsupa or CYP3A4 u CYP3AS. He ca npoeexaany opHIHAIIHY [TPOYUBAHMS 32
B3auMoaecTBs ¢ MomuM MHxuOuTopn Ha CYP3A4. Boopexu ToBa npH  NONYJaUMOHHO
(papMaKOKHHETHYHO TIPOYYBAaHE KOHUEHTPAaLlHUTE Ha CEPYMHHUs QyTacTEPH] ca CHOTBETHO cpeaHo 1,6 no
1,8 0BTH MO-BUCOKH NpH MaABK Opoii MalMeHTH, [IPHEMALHY CBITETCTBALLO JIEUEHHE C BEpanaM#HI WU
auntHazem (yMepeHd HExubutopu Ha CYP3A4 v uHxuOMTOopH Ha P-rIMKOMpPOTEHH), OTKOJKOTO MpH

QCTaAHAJTUTE NTAUUCHTH.

[TpOAB/DKMTEHUAT NPHEM Ha KOMOHMHALMATA HA QYTacTEPHJ C JIEKapCTBa, KOHTO ¢a MOIUHH HHXHOHUTOPH
Ha eH3uMa CYP3 A4 (nHanp. puTOHaBUP, MHAMHABUP, HEGA30A0H, UTPAKOHA30J/1, KETOKOHA30J, NPHAOKEHH
MepopajHo), MOXe Jia TNOBMIIM CEpPYMHWTE KOHLEHTpauMH Ha gyrtacrepul. BeposTHocrra 3a
NOTBJIHMTEIHO HHXHOHpaHe Ha S-anda peaykTasaTa NpHU [MOBUILIECHA €KCNO3HIIMA HA QYTacTEpUI € MaJlKa.
AXo o0ade ce YCTAHOBAT HEXEeJIAHH peakLiMM, MOXKE Aa ce 00ChIY HAMAJIABaHE HA YECTOTATa Ha NTpHEMa Ha
ayractepua. Heobxoaumo e na ce otbenexu, 4e B ciiydail Ha eH3INMHO HHXHOHMpaHe ABIrOTO BpEME Ha
[IOJTY?KMBOT MOJKE JJa C€ YOBJDKH JOITBIHHTEIHO U JOCTUTAHETO HA HOBO CTAllHOHAPHO CHCTOSHHE MOXKE 1A
ce [IOCTHIHE cJIe]] MoBeue oT 6 Mecena ChITbTCTBALIO JICUSHHE.

IIpunoxxennero Ha 12 g XonecTHpaMHH €IMH 4ac Cliel PHEM Ha €AHOKPATHA 034 OT 5 Mg AYTaCTePHA HeE
€ NMOBJIHAIO (PapMaKOKHHETHKATA HA OyTaCTEPHI.

Edbexmu na oymacmepuo swpxy ghapmaxoxuremuxama na opyau aexapcmed

B neyceamuuHO npoyuBaHe ¢ Makk Opol ywacTHHuM (n = 24) npu 3apaBd Mbxke ayTtactepua (0,5 mg
JHEBHO) He € OoKazah edekT BbpXy (papMakOKHHETHKATa Ha TaMCYNO03MH WIHM Tepa3o3uH. OCBEH TOBA B
MPOYYBAHETO HE € YCTAHOBEHO dapMakOAMHAMUUHO B3aHMONEHCTBHE.

JlyracTtepu He NOBIUABA (apMaKOKMHETHUKATA Ha BaphapHH HWIH AHIrOKCHH. ToBa NMokas3Ba, 4e JyTacrepha
He uaxuOupa/Muayurpa CYP2C9 wnu TpaHcnoprHara MoJieKyaa P-rmukonporeyH. 7, o~ T

3a B3aHMOACHCTBHA MOKa3BaT, ue ayractepua He MHXHOWpa eHzumure CYPIA
CYP2C19 unu CYP3A4.

TamMcynoauu
CBBMECTHOTO NPHIOXKEHHE HA TAMCYJIO3HHOB XHAPOXJIOPH] C JIEKApCTBa, KOHTOV



KPbBHOTO HAIArAHE, BKIIOMHTENHO aHecTeTHUH, PDES HHX#OUTOPH M IpyrH aHTarOHUCTH Ha ajda-
aApEHOPELIETTOPHTE, OH MOIJIO A4 AOBe/E 0 3aCWICHH XHNOTEH3UBHHU €PEKTH.
JyTacTepua/TaMCyN03uH He TpabBa aa ce U3Moi3Ba B KOMOHHALMS C APYTY aHTATOHKUCTH Ha andas-

aApCHOPEUCIITOPHTE.

ENHOBPEMEHHOTO MPHIOKEHHWE HA TAMCYJO03HHOB Xxuapoxjiopuad M kertokoHason (MouweH CYP3A4
HHXMOHTOP) BOAW A0 noBHiuasaHe HA Cmax W AUC Ha TaMCYNO3MHOB XHAPOXJIOPHA C KOE(ULHEHT
ChOTBETHO 2,2 ¥ 2,8. EnHOBpeMEeHHOTO MPHJIOKEHHE Ha TaMCYJIO3HHOB XMAPOX/JOPHA H NapOKCETHH
(MoweH CYP2D6 uuxuGurop) Boax A0 rnoBuinaBaHe Ha Cmax 4 AUC Ha TaMCYJTO3HHOB XHAPOXJIOPHI €
koeuLMeHT choTBeTHO 1,3 1 1,6. [ToaobHo nosuilaBaHe Ha excno3nuMsaTa ce o4aksa npu CYP2D6 basHH
MeTabONMM3aTOpPH, CpaBHeHH ¢ Obp3d MerabonM3aTOpH, MPH €IHOBPEMEHHO NPWIOXKEHHE C MOIICH
CYP3A4 uuxuburop. Edexrure or ennospemerHo npunoxeHne Ha CYP3A4 u CYP2D6 nuxuburopu ¢
TAMCYJIO3HHOB XMJPOXJIOPMI HE€ Ca OLCHABaHH KJIMHHMYHO, HO € HAJIHLIC NMOTCHUMAT 3a 3HAYMTEJIHO
MOBHILIABAHE HA €KCIMO3UIIMATA HA TAMCYJI03HH (BX. TOYKa 4.4).

ChOBTCTBALOTO MPHIOKEHUE HA TaMCyio3uHOB xuapoxiopis (0,4 mg) u uumeruanH (400 mg Ha BcekH
[IECT Yaca 3a LIeCT JHH) BOAM [0 MOHHKAaBaHe Ha KIMpbHca (26%) u ao nosuwuasaHe Ha AUC (44%) Ha
TAMCYJI03HHOB XxHapoxaopua . HeoGxoauMo e noBHIIEHO BHUMaHHE, KOraTo XyTaCTePUA/TAMCYJIO3HH Ce

M3A0N3Ba B KOMOHHAILNA C LMMETHIHH.

He e npoBexxaHO crieLMaIHO NMPOYUYBAaHE Ha MEXKAYNEKAPCTBEHUTE B3AUMOACHCTBUA MEXKIY
TaMCYJIO3HHOB XHAPOXJIOPHA M BapdapuH. PesyntaTure OT OrpaHUUYEHH in Vitro U in vivo poyYBaHHA HE
NaBaT ACHH 3aKmoueHud. JnxnodeHak U BappapuH obaye Morat Ja MoBHIAT CKOPOCTTa Ha eTHMHHHpaHe
Ha TaMCyno3uH. ENHOBPEMEHHOTO NprloKeHHe Ha BapdapyH H TaMCYJI03HHOB XHAPOXJIOPHA TpadBa Ja
CTaBa ¢ MOBHILICHO BHUMAHHE.

He ca nabGnrogasaHd B3aHUMOOEHCTBHA MPH €IHOBPEMEHHO MPHWIOKEHHE Ha TAMCYIIO3HHOB XHAPOXJIOPHA
C aTEHONOJ, eHATanpuI, HUPEHNUH KK TeodpunuH. EqnoBpemMeHHO npunarad GypoceMiu BOAH A0 Craja
B M1a3MEHHTE HHBA HA TAMCYJIO3HH, HO Thil KATO HUBATa OCTABAT B IPAHHLINTE HA HOPMA&JIHHSA AHAIIa30H,

He e HeoOXxoMMa KOPEKIIMA Ha A03HWPORKATA.

In vitro ceoboHaTa Qpakiysa Ha TAMCYIO3HH B YOBEIIKA IUIA3Ma HE C€ TIPOMEHS HHTO OT JHA3€rnaM, HHTO
OT NPONPAHOIOJ, TPHXJIOPMETHA3H[, XJIOPMAAWHOH, aMUTPHITWIMH, IHKIO(eHaK, MIHOCHKIaMHA H
CHMBACTATUH. TaMCYIIO3HH CBIIO HE TIpOMEHA CBOOOAHUTE (pakuUM¥ Ha [OHa3enaM, IpOoNpaHoIol,
TPUXTOPMETUA3HA 1 XJIOPMAIUHOH.

4.6 PepTHIIHTET, OPEMEHHOCT H KbpMeHe

Vnorpe6ara Ha Tamanuz dyo/] € npoTuBonokasaHa npH »xKeHH. He ca npoBexxaaHH NMpoy4BaHHA 3a
H3cJieiBaHe Ha epeKTa Ha MyTacTEPHI/TaMCY103UH BbpXY OPEMEHHOCTTA, KbPMEHETO U (PEPTHIHTETA.
CneaHuTe TBLPIOCHHA OTPa3aBaT HAMHUHATA HHpOpMalIHsg OT NPOYUBAHHA, [IPOBENEHH C OTACITHHTE

CBCTAaBKH (B>, TOYKA 5.3).

bpeMeHHOCT

YYaCTHULH, IPUEMALIH JyTaCTepU/l, C€ YCTAHOBABAT MAJIKH KOJTHYECTBA AYTACTE}
MBIKKH GeTyc 111e Obae MOBIHAH HEFrATUBHO, 8KO MallKaTa UMa KOHTAKT CLC CIIep
¢ myTacTepu (PHCKBT 32 TAKOBA YBpEeXKIaHe € Haii-roiam npes mopBrTe 16 cen



[Topo6HO Ha BCHYKH HHXHOHTOPH Ha S-anda peayKTasaTta, KOraro NapTHLOPKATa Ha NALMEHTa € OpeMeHHa
HIH € Bb3MOXKHO fa 3abpeMeHee, ce NMpenopbyBa fia ce M3MNOJ3Ba MMPe3epBaTHB MO BPEME HA NOJIOB aKT C
e Aa ce H3berHe KOHTAKT Ha MApPTHLOPKATA ChC CMEPMATa HA MALMEHTA.

[MpunoxxeHUETO HA TAMCYJIO3UHOB XHAPOXJIOPHA NpPH OPEMEHHU KEHCKH IUTBXOBE W 3aHLH HE € MOKAa3a/o
NAHHH 33 YBpEXIaHE Ha Iu1oja.

3a uaopMaLMa OTHOCHO MpeJKIMHUYHUTE JaHHH BHXKTE TOUKa 5.3,

KnpMeHe

He e u3BecTHO JalTl OyTacTeEPHUI WIH TaMCYJIO3HH CC CKCKPCTHPAT B KEPMATA IIPH XO0pa.

DepTUIANUTET

Hma ¢bholbiienus, ye AyracTepuj MNMOBIMABA XapaKTEPUCTHKMTE Ha cnepMara (HamanaBaHe Ha Opos Ha
crepMaTo3oHanTe, obeMa Ha crnepMaTta W NOABH)XHOCTTA HA CMICPMATO30HIANTE) MpPH 3APaBH MbKE (BXK.
TOUKa 5.1). Bp3MOXKHOCTTA 33 HAMAIABAHE HA MBXKKHUA PEePTIWIUTET HE MOKe J1a ObJie H3KITIOUECHA.

He ca oucHABaHH edexTHTE Ha TaMCYJIO3HHOB XHAPOXIOPHA BbPXY Opos Ha CHEepMaTO30MOMTE MU
¢byHKLHATA HA ClIEpMaTa.

4.7 EdexkTn BbpXY cnocobHoCTTA 34 IopupaHe H paboTa ¢ MAIHAH

He ca u3BbLplUBaHH NPOYYBAHUA 3a €(PEKTUTE HA OYTAaCTEPHUI/TAMCYJIOZHH BBPXY CHOCODHOCTTZ 3a
wodupaHe U pabora ¢ MamHHA. BbhOpekd ToBa naluMeHTHTe TpsOea na ObAAT WHPOPMHpaHH 3a
Bb3MOXKHATA MOsABAa HA CHMIITOMH, CBBP3aHHU C OPTOCTATHYHA XHMIIOTOHHA, KATO HAMPHMEDP 3aMagHOCT,

nokaro npueMmat Tamanns [dyo/l.

4.8 HexxeNaHH JIEKAPCTBEHH PeAKHHH

IlpeacrasenuTe Tyk JaHHH €a CRBP3aHU C CAHOBPEMEHHO NPUIOKEHHE HA TyTacTepHA U TAMCYJIO3HH OT
4-ropvuwieH aHanv3 Ha npoyuysaHero CombAT (KoMOuHupaHe Ha OyTacTepuad H TAMCYJAO3MH —
Combination of Dutasteride and Tamsulosin), cpaBHeHne Ha aytactepuz 0,5 mg u tamcyno3nH 0,4 mg,
MPHUJIOXKEHW BEAHBXK AHEBHO 3a YETUPW FOAWHH KaTto KOMOHWHHpaHa TepamMs WIH KaTO MOHOTEpPaIui.
JleMoHcTprpaHa € OMOCKBHBAJIEHTHOCT Ha KOMOWHAaLMATa dyTacTePH/TAMCYJIO3HH C €QHOBPEMEHHO
MPHIOKEHH AYTACTEPHI U TaMCYN03UH (BxK. TouKa 3.2). [lpenocrasena € vHGoOpMalMg U 32 NPOPUIUTE HA
HEXeENaHUTe CEOMTHA Ha OTAEITHHUTE ChCTABKHM (AYTAaCTEpHA H TaMCyJ03HH). OOBpHETE BHUMAHUE, Ue HE
BCHUKH HEXENaHH CbOUTHA, cboOluaBaHM 3a OTOEJHUTE CBCTAaBKH, Ca CBOOLIABAHH NpPH
AYTAcCTEPUA/TAMCYJI03MH, HO Ca BKJIIOYCHH 3a HH(MOpMAaLIKA Ha JieKaps, KOHTO NpeANKCBa JIEKapCTBOTO.

HauHu oT 4-roguiHoTo npoyuBate CombAT nokaspar, ue yecToTaTa HA BCHUKH HEXENaHH CHOWTHS,
OLCHEHH OT M3CASNOBATENS KATO JIEKAPCTBEHO-CBBLP3aHU, MO BPEME Ha ITHPBAaTa, BTOpATa, TpeTara
YETBbpPTATAa MOJHHA OT JICUCHHETO Cca CBOTBETHO 22%, 6%, 4% u 2% 3a xomMOMHMpaHaTa Tepanus
RyTracrepua + tamMCcyno3uH, 15%, 6%, 3% n 2% 3a moHoTepanuaTa ¢ aytactepua H 13%, 5%, 2% u 2% 3a
MOHOTEPAIHATA C TAMCYJI034H. 110-BUCOKATa YecTOTA HAa HEXKENaHH ChOMTHA B rpynaTa Ha KoOMOMHHpaHaTa

rpyna.

OLieHEHHTE OT H3CTIeA0BaTeNA KATO JIEKAPCTBEHO-CBbP3aHH HeXeTaHH ChOHTHA H
1% Wi noeede No BpeME€ Ha MBbPBAaTa rOAMHA OT JCYEHHETO B MPOYUYBAHETO




B nonbiHeHHe HeXXenaHUTE peakuHH Ha TAMCYJIO3HH [MO-A0JTY C€ OCHOBARAT HA HAIMUHATA HH(OpMaLIHA B
myOJIMYHOTO MNPOCTPAHCTBO. UecTtoTHTe Ha HeXenaHuTe cbOWTHA MOXKE Aa ce YBENHYAT, KOraro ce

H3M0/13Ba KOMOHHHpAaHa Tepanvs.

HecToTa HA HEXKETTAHUTE PEAKUUH, MACHTHPHIIMPAHU B KIIMHUYHH M3{IMTBaHUA!
Yecty; > 1/100 oo < 1/10, veuectn; = 1/1 000 xo < 1/100, peaxu; > 1/10, 000 no < 1/1 000, mHorO

peaku;< 1/10, 000. [Tpu Bcako rpynupaHe 1o cHeTeMo-opradHy Knacose (SOC) HexxenaHHUTE peakiliHy ca
NPEeACTABEHH B HA3XOAAUL pel MO OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

HA MARCmMOmao Ha
RPURONCEHUE

CuacreMo-opranen Kjac Hexe/1aHH peakuHH Ayracrepan + | {yracrepux [ TamMcyno3HH"
TAMCYJ/IO3HH"
Hapywenun na nepanama CuvHKON - - Penku
cucmema 3aMasHOCT YecTu - YectH
[ naBobonue - - HeuecTH
Copoeynu napyuwieHus Covpaeuyna HeaoctaTbyHOCT |HeuectH HeuecTn' -
(kOMGHHHpaH TepMHH')
[TannuTauum - - HeuecT
Cvoosu napywenus OpTocTaTHYHa XHNOTOHHS |- - Heuectu
Pecnupamopnu, 2pvoru u Punut - - Heuectu
MeOUACMUKARHY HADYWEeH U
Cmomawuno-ypeanu 3anek - - HeuyectH
Hapywerus Huapus - - | HeuecTH
I'anene - - HeuecTH
[Tospwiiane - - [HeuecTy
Hapywenus na xosicama u | AHruoegeM - - Penku
NOOKOJICHAMA MBKAH Cunapom Ha Stevens- - - MHoro peaku
Johnson
Y pTHKapHs - - Heuectn
O6pus - - HeuecTH
[IpypuTyc - - Heuectn
Hapywenua na [Ipranu3em - - ' Muoro peskH
8B3NPOUEOOUMENHAMA HmnoredTHOCT YecTH YecTr® -
cucmema u zepoama [TpoMeHeHO (HaMaIeHO) YecTH YecTH® -
anbuno’ |
Hapywenus H2a YecTH YecTn® YecTu
eskynaumara® | |
HapyuieHusa Ha MiiedHaTa YectH YecTu® -
H{'neaaz ..............
Obwu napywenus u eghexmu | ACTeHUS - - Heuectu

a. Jlyracrepua + TaMcynio3uH: oT npoyuBaHeTo CombAT — yecTOTUTE HA HEXEJTAHHTE

MO BpEME Ha JICYEHUETO, OT |-BaTa A0 4-TaTa roAMHA.
6. JlyracTepu: OT KIMHUYHUTE Npoy4YBaHHA ¢ MOHoTepanusa Ha JIT1X.

s. 1aMCYJIO3UH: 0T 0CHOBHMs npodgui Ha 6e3onacHocT B EC (EU Core Safety Profj

r. [Ipoyusane REDUCE (Bxk. Toyka 5.1).

1. KOMﬁHHHpElHHHT TCPMHH ChpACUHHA HCAOCTATEHHOCT BKJIKCUBA KOHMECTHBHA Cb




ChpACYHA HEOOCTATBYHOCT, JICBOKaMCpHa HEAOCTATbYHOCLT, OCTpa CbpiCHHa HEAOCTATHhYHOCT,
KapOHOT€HEH HIOK, OCTpa JICBOKaAME€pHa HEACCTAaTBYHOCT, OCCHOKAMCPHa HCAOCTATBHHHOCT, OCTpa
ACCHOKaAMEepHa HCAOCTATHPYHOCT, KaMCpHa HCAOCTATBHHOLT, KapauoryJMOHA/IHA HCAOCTATBYHOCT,

KOHI'€CTHBHA K&pIHOMHOMATHS.
2. BKITIOYBA HanpexXKeHHE M YTOJIEMABAHE HA IbPAMUTE.

3. Te3n HexelaHu ¢LOMTHA B 00J1aCTTa HA CEKCyallHaTa (PYHKUHA C€ CBBLP3BAT ¢ JIEYEHHETO C AYyTaCTEPHI
(BKJIIOUMTENIHO MOHOTEpanus ¥ KOMOMHAIMA C TaMCy/l03uH). Te3dn HEXenaHH ChOMTHA MOXe na
NepCcUCTUPAT Clied NpeycTaHOBsABaHe Ha JedyeHuero. PoidTa Ha AytacTepHa nMO OTHOLUSHHE HAa TOBA

IEPCUCTHUPAHE HE € H3BECTHA.
~BrunoyBa HamansipaHe Ha obema Ha criepmara.

TIPYTU IAHHU

[TpoyuBanero REDUCE nokasBa no-sHcoka dgectora Ha Gleason 8 — 10 xapuuHOMH Ha mpocTaTata NnpH
MB)KETE, JIEKYBaHH ¢ AyTacTepujl, B cpaBHEHHMe C rutaledo (Bxk. Touku 4.4 u 5.1). He e ycranoeHo manu

eheKTBT Ha JyTacTEpHA 3a HaAMaJIIBaHe 0beMa Ha MpOCTATATA WK CBBP3aHH ¢ NPOYYBAHETO (PAKTOPH Ca

MOBJTHAJIH BBPXY Pe3YJITATHTE B TOBA NPOY4BaHE.
CnenHoTo € choOIeHO B KIMHHYHK W3NUTBAHUA H NOCTMAPKETUHroBa ynorpeda: KapLMHOM Ha MJICYHATA

XKJie3a npu Mbke (BK. Touka 4.4).
[[ocTMapKETUHIOBH AaHHU

Hexenanure ChOHTHA OT NOCTMApPKCTHHI'OBOTO HaOMOAEHHE B LICJIHS CBAT Ca YCTAaHOBCHH OT CIIOHT@HHHTC
MNOCTMApKETHHIOBH C'bOﬁmeHHH, nopanad KoCTo peajlHaTa HeCTOoTa HE € M3BECCTHA.

Lyracrepun

Hapywenus na umynnama cucmema
C HeH3BECTHA 4eCTOTA: AJICPrHYHH peaKlUuH, BKIIOUUTEIHO OOpUB, IPYPHUTYC, YPTHKAPHA, JIOKAIM3HPaH

OTOK H aHI'HOCICM.

Hcuxuunu napyuwenus
C HeussecTHa uecroTa: Jenpecus

Hapywenus na xoxcama u nooxodicHama meKau
Heuvectu: Anonenus (3aryba Ha okoCMABaHE, FIABHO MO TAJIOTO), XUMEPTPUXO3a.

Hapyuwenua na evznpouzsodumensama cucmema u 2epoama
C Heu3BecTHa 4yecToTa: bO/Ka U MoAyBaHE HA TECTUCUTE

TamMcyno3uH

[lo BpemMe Ha MOCTMAPKETHHrOBOTO HaOmOAeHME CHOOINEHMA 3a CHHIPOMAa Ha HHTPAOMECPATHBHO
aToHMUHHA HpHc ([FIS), BapuaHT Ha CHHApOMA HA TACHATA 3€HHLA, TIPH ONEPATHBHO JICYEHHE HAa
KATapaKTa, ¢€ CBBP3BaT C AHTArOHHUCTH Ha anda;-aApeHOPELIENTOPUTE, BKIIIOYHUTENHO TAMCYI03HH (BXK.

Touka 4.4).

OcBeH TOB4, BBB BPB3Ka C }J'HDT‘[J363T& Ha TaMCYJIO3HH, Ca JOKNaaBaHHKH NpCACEPAHO
TaxHAKapiAHA, TUCITHCA, CITUCTAKCHC, 3aMBIJICHO 3PCHHUC, HAPYLUICHHC Ha 3PCHHCTO, €p

exchonuamueer oepmamum, HapylUEHWe Ha €AKYNaLUATa, PETPOrpaaHa eaKyl
M CYXOTa B ycTaTta. YecToTaTa Ha CbOMTHATA H poJIsAiTa Ha TAMCYJIO3WH 334 TAXHOTO

1a ObAaT ONpeAe/IeHH ChbC CUTYPHOCT.

CobluaBaHe Ha MOO3NPAHU HEXKETAHH DEAKIIHH




MPOAYKT € BakHO. TOBa MO3BOJABA 13 NPOABL/DKM HabOMIOAEHHETO Ha CROTHOLIEHHETO TMO0J3a/pHUCK 3a
nekapcTBeHusd NpoaykT. OT MEAHIIMHCKUTE CMELUATIACTH Ce M3MCKBA Aa choblIaBaT BCAKa NOJ03HWpaHa
HeXXeTaHa peakLus Ypes:

U3nsanuTeIHA areH1ua 1o JeKapcTraTa

yi. ,,JJamsaH I'pyes“ Ne 8

1303 Codus

Ten.: +359 2 8903417
yebcanT: www.bda.bg

4.9 IIpenosupane

HsimMa wanuuuy JaHHHU 3a MPelo3UpaHe ¢ AYTACTEPUI/TAMCYIIO3UH. CIIEOHHTE TBBPAECHHUS OTpa3sBaT
HaJIHYHaTa HH(OpMALIMA 38 OTAC/THHUTE ChCTABKH,

ymacmepuo

B usnurBanHMg npy A0OpOBOJILM ca NMPUIAraHW €AHOKPATHU AHEBHHU RO3M AyTacTepvn n0 40 mg AHEBHO
(80 mpTH TEpaneBTUYUHATA 003a) B MPOAb/DKEHME HAa 7 AHH 0e3 3HAYUMHM MpoOIEMH, CBbLP3aHH C
Oe3onacHOCTTa. B KIMHMYHMTE M3NMWATBAHKA HAa YYACTHHMLIATE CAa NPUIIAraHY J03M OT 5 mg MHEBHO 3a
6 Mecena 6e3 NOMBJIHHUTENHA HEXEJAHH PeakUuWu CnpaMo HaOmOAaBaHUTE MPHU TEpareBTUYHUA JO3H OT
0,5 mg. Hama cneundyyeH aHTHAOT HA OyTACTEPU/L, NOpagy TOBA [Py NOAO3PEHHE 3a Npeao3upaHe TpadBa
Jla C€ Ha3HA4YM MOAXOAAILI0 CHMIITTOMATHYHO B NMOAIBPXKALLC JEUYEHHE.

Tamcyno3zun

CnoOlnaBaHo € OCTpO NpeAO3HpaHe ¢ 5 mg TaMCylo3WHOB xuapoxiopua . Habmonasanu ca ocTpa
XMIOTOHHA (CHCTOMMYHO KPpBBHO HanaraHe 70 mm Hg), nospbluane u auapus, 4 ca JeKyBaHH C BJIHBaHE
Ha TEYHOCTH, KATO NALMEHTHT € H3NHUCaH B ChIUA TeH. B ciydail Ha ocTpa XMITOTOHUA Cie] Mpeao3upaHe
TpAaOBa Ja ce OCHIYpPH CHLPHEYHOCHIOBA NOAAPBXKA Ha nauueHtTa. KpBBHOTO HajfiraHe MOXeEe 1a ce
Bb3CTAHOBH H CBHPACYHHAT PUTBM — Ja C€ HOpMaIv3Hpa NPH NOCTaBAHE HA MNALMEHTA B JIETHAIO
NoJIOYKeHHe. AKO TOBA HE MOMOrHe, MOXKE 3 Ce W3MON3BaT 00eMO3aMECTUTENIH H, NMPH HeoBXONHUMOCT,
pazonpecopd. Tpabsa 1a ce npocnensea OnOpeuHata GyHKUMS W Ja ce mpunara obuio NoAgbpKAILO
nedeHue. Majlko BEpOATHO € AHAIIH3aTa Ja MOMOTHE, Thil KATO TAMCYJIO3HH € CBbp3aH BbB BHCOKA CTEIIEH
C MNa3MEHUTE NPOTEHHH.

3a 3abapgaHe Ha pe30opOUHATA MOraT Ja c€ B3EMaT MEPKH KaTo MpEeAH3BUMKBAaHE Ha NToBpbilaHe. IIpH npueM

Ha roJIEMH KOJIMYECTBA JICKApCTBO MOXKE Aa C€ HalpapH CTOMAIlIlHA NPpOMHBKA H [1a CC TNPHJIOXKAT aKTUBCH
BbITICH K OCMOTHYCH J1aKCATHB KaTO HATPHCB C}UT(b&T.

5. O®APMAKOJOTHYHH CBONUCTBA

5.1 PapMaKoIHHAMHAYHH CBOHCTBA

QapMaKoTepaneBTHYHA IPyna: Y POJIOrHYHH CPEACTBA, AHTATOHUCTH Haal(da-aApeHOPELENTOPUTE,;
ATC kon: GO4CAS2.

Hyracrepua/Tamcyno3uH € KOMOMHAUHUS OT [Be JIEKapCTBa: OYyTaCTEepHA, ABOEH H
peaykrasara (5-APH) 1 TaMCyN03MHOB XMAPOXNOPUI , AHTArOHHCT HA Qlia U Olid AAPR
JeKapCTBa MMAT OOITHJIBALLM C€ MEXAHU3MH Ha AeHcTBHE, KOUTO OBp30 NoaoOpaBy
Ha YpUHaTa 4 HaMaJlaBaT pyUcka OT OCTpa 3aJpbikKa Ha ypuHaTta (O3VY) u nHeodxoqy
Hameca nopaau JI1X.



HyTacTepun uHxuOMpa KakTo THN 1, Taka ¥ THN 2 U30eH3IUMMTE Ha S-anda peqyKTa3aTa, KOHTO OTFOBapST
32 NpeBphIIaHeTO HAa TecrocTepoHa B auxuaporectocTepoH (AXT). AXT ¢ ocHOBHMAT aHAporew,
OTFOBOpPEH 3a HapaCTBAaHETO Ha rnpocrara M pasButruero Ha [IIX. Tamcyno3nH UHXHOHpa O, M (g
aipEeHEPrHYHMATE PELIENTOPH B INIaAKUTEe MYCKYJM Ha MPOCTAaTHATa CTPOMA M B LIHMAKATZ HAa MHKOYHMS
Mexyp. [Ipubnusurento 75% ot o -peuenTopuTe B MPOCTATATA Ca OT CYOTHII O.14.

EnHOBpeMEHHO NPWIOKEHUE HA AYTACTEPHI U TAMCYJIO3MH
CneanuTe TBBPACHHA OTpa3sBaT HalM4HATa MHQOPMALMA 3a JIEUYeHHe ¢ MpUiaraHe Ha OYTACTEPU

3a€AHO C TaMCYJIO3HH.

Hyrtacrepua 0,5 mg/aueBno (n =1 623), tamcynosud 0,4 mg/nueBHo (n=1611) uiH koMOUHALMA OT
aytactepun 0,5 mg nmoc ramcynosuH 0,4 mg (n =1 610) ca oueHeHH NpH MEBXKE C YMEPEHO TEXKKA A0
TexXka cuMnToMaTtvka Ha HIIX ¢ obeM Ha npocrarara > 30 ml u croliHocry Ha PSA B guanasona
,5-10ng/ml B 4-roguilHO MHOTOLEHTPOBO, MHOTOHALHOHAMHO, PAHOOMH3HPAHO, JBOMHOCIANO
Ipoyy4BaHe B napaJieNHd rpyny. [pubausurenno 53% ot yyacTHUuMTE ¢a OWIH JIEKYBEHH B MHHAJIOTO C
HHXUOWTOp Ha 5-anda peayKrasaTa WiH aHTarOHUCT Ha anda,-aapeHopeuerrropure. [TbpeuyHaTa KpaiiHa
TOUKa 3a e(pMKACHOCT Mpe3 NbpBUTE 2 rOAMHM OT JIeYeHUeTo € NMpoMaHa B cBopa no MexyHapoaHus
BBIIPOCHHUK 33 NMpOCTaTHA cuMOToMaTruka (International Prostate Symptom Score, /IPSS/) — 8-TtoukoBsa
CHCTEMa, ocHoBaBala ce Ha AUA-SI, ¢ n1onbjIHUTENEH BBIPOC 3a Ka4eCTBOTO Ha JKMBOT. BropHuHuTe
KpaiHH TOYKH 32 ePMKACHOCT Npe3 2-Te FOJHHH ¢a BKIKOUBATH CKOPOCTTA HA MAKCHMAITHHA YPHHEH N1eOUT
(Qmax) # 06ema Ha npocTtatata. KoMGHHauMaTa € mocTurHata snauumoct 3a IPSS or Mecen 3 B cpaBHeHue
C AyracTepuA H oT Meceu 9 B cpaBHeHHE ¢ TAaMCYIIO3MH. 38 Qmyx KOMOHHAUMATA € NOCTUIHANA 3HAYUMOCT
oT Mecel, 6 B cpaBHEHHE C TyTacTepH ¥ TAMCYIO3HH.

KoMOHHMpaHETO Ha NYTAaCTepHA M TaMCYJO3HH OCHFYPsBa MO-TOASMO HOJOOPEHHE HA CHMITTOMMTE,
OTKOJIKOTO BCAKA OT CbCTABKHTE, NMPHIIOKEHA caMOoCcToATENHO. Cnen 2 roAMHH JieyeHHe KOMOHHMpaHaTa
TEpanuaA € Mnokasana CTaTHCTHYECKO 3HAYMWMO KOPHIHpPAaHO CpeAHO NoAoOpeHHE Ha Pe3yNTATMTE OT
cbopoBeTe Ha CHMITTOMHTE CIIPAMO U3XOAHATA CTOMHOCT € -6,2 eHHHLIM.

Kopurupanoro cpesHo nogoOpeHHe Ha CKOPOCTTa HA YPUHHHS TNMOTOK OT M3XOMHHTE CTOMHOCTH e

2,4 ml/cexyHna 3a kombunupanara Tepanus, 1,9 ml/cekynpa 3a ayractepun u 0,9 ml/cekyHna 3a
TaMcyNio3uH. Kopurrpanoro cpegso nonotpenne Ha BPH Impact Index (BII) oT H3XOAHWTE CTOMHOCTH € -
2,1 enuHnum 3a komGuHMpaHaTa Tepanus, -1,7 — 3a xyTacTepua H - 1,5 — 3a TAMCYJIO3HH.

Te3n nogoGpenus B CKOPOCTTa Ha YpHHHHUSA noTok U BII ca cTaTHCTHYECKH 3HAYMMM 3 KOMOHMHHpaHaTa
TEpaIdg B CPABHCHHE C MOHOTEpANH:A ¢ KOETO U [a € OT ABETeE JIeKapCTBa.

Hamanenuero na o6mms npocrateH ofem H o6eMa Ha MPexoHATa 30HA e 2 FOJWHU JIedEHHE e
CTATHCTHYECKH 3Ha4YMMO 32 KOMOMHHpAHATA Teparus B CPaBHEHHE C MOHOTEPAIIMS C TAMCYJIO3MH.

[TbpBruHaTa KpaliHa TOYKA 32 €UKACHOCT NMPH 4-TOAHUIIHO JIEYECHHE € BPEMETO A0 MbPBHA cry4aii ra O3V
WIH XHpyprudHa Hameca, cBbp3aHa ¢ [AIIX. Cnea 4-roaminHo neueHHe KoMOWHHMpaHaTra TeparHs
CTATACTHYECKH 3HAYUMO HaManaBa pucka ot O3Y Wi xupypruyHa Hameca, ceup3ana ¢ JIIX (65,8%
HamaneHue Ha pHcka p < 0,001 [95% CI 54,7% no 74,1%]), B cpaBHeHHE ¢ MOHOTEPANTHA C TAMCYJIO3HH.
Cnyuaure Ha O3V uiu XMpypruyHa Hameca, cebp3ana ¢ JIIIX, no Foauna 4 ca 4,2% npu KOMﬁHHHpaHaTa
Tepanus W 11,9% npu Tamcynosun (p <0,001). B cpaBHeHHe ¢ MoHoTepamms ¢
kOMOWHHpaHaTa Tepanua Hamansea pucka ot O3V WM XMpYprHYHa HaMeca, CBbpP3aHa S]]
(p=0,18 [95% CT -10,9% no 41,7%]). Cayuarre Ha O3Y WM XHpYypruuHa Hameca, /

['onuHa 4 ca 5,2% npu gyTacrepua.

BToprunuTe Kpalinu To4kH 3a eUKACHOCT cite 4-rOAULIHO JICUEHHE Ca BKIIOYBS
nporpecus (aepUHIpaHa KaTo CbBKYMHOCT OT: BlomaeaHe Ha IPSS ¢ > 4 Touku, ¢



¢ AIX, HuKOHTHHEHUHA, HHPeKLUHSA Ha mukovyHUTe nhTUIA (UTI) u 660peuHa HeocTaThUHOCT), MpOMAHA
B International Prostate Symptom Score (IPSS), ckopocTTa Ha MakCUMaNHHUA YpHHEH JeOHT {Qmax) U 06eMa
Ha npocrtarata. IPSS e 8-ToukoBa cucrema, ocHorasawia ce Ha AUA-SI ¢ noneiasuTesieH BBIPOC 34

KaueCTBOTO Ha XHBOT. PesynraTture cneg 4-roquiiuHo JedeHne ca npeacTaBeHH no-Aoy:

Ilapamersp MomeHT BLB BpeMeT0 | KomOnnaunug |lyracrepun |Tamceyiosun
O3V wiu xupypzuvna Hameca, Hectora B Mecen 48 4,2 5,2 11,9a
cevpzana ¢ JTIX (%)
Knaunuyna npozpecus™ (%) Meceu 48 12,6 17,86 21,5a
IPSS (edunuyu) [M3xooHa cTOHHOCT] [16,6] [16,4] [16,4]
Meceu 48 (npomana ot |-6,3 -5,36 -3,8a
M3XO0/IHATA CTOHHOCT) _
Omex (Mml/s€C) [U3xonHa croiiHocT] [10,9] [10,6] [10,7]
Mecen 48 (npomana ot 2,4 2,0 0,7a
M3XOMHATA CTOHHOCT)
Obem na npocmamama (mil) [H3xoaHa cTodHOCT] [54,7] [54,6] [33,8]
Mecen 48 (% npomsaHna ot |-27,3 -28,0 +4,6a
H3XOAHAaTa CTOHHOCT)
Obem na npexoonama 30Ha HA [M3xoaHa CTOHHOCT] [27,7] [30,3] [30,5]
npocmamama
(ml)# Mecen 48 (% npomsHa ot [-17,9 -26,5 18,2a
H3XO/HATA CTOMHOCT)
Huoexc na enusnue na [JI1X (BIl) |[Uaxonna croitHocT] [5,3] [5,3] [5,3]
(eouruyu)
Mecen 48 (npomaHa ot |-2,2 -1,80 ~-1,2a
M3X0JHATa CTOMHOCT)
Bwnpoc 8 om IPSS (30pasen [U3Xx0aHa CTOHHOCT] (3,6] [3,6] [3,6]
cmamyc, C8vP3aH C
VATIX) (eQunuyu) Meceu 48 (npomstHa ot |-1,5 -1,36 -1,1a
M3X0JHATa CTOHHOCT)

H3xonHuTte CTOHHOCTH ca cpeaAHH CTOHHOCTH, a MPOMEHUTE OT U3XOIHHTE CTONHOCTH Ca KOPHIUpaHH

CPEAHH MTPOMEHH.

* KnuHnunara nporpecus € nedunupana kato ceBKynHocT oT: IPSS Briowapane ¢ > 4 TOUKH, CTyuau
Ha O3V, cebpzano ¢ JITX, uakontunennus, UTI u 6u6pevuHa HenoCTaTBYHOCT.
# H3Mepen B n3bpanu LeHTpose (13% oT paHAOMM3HpaHMTE MALMEHTH )
a. KoMbuHauuaTa e nocturHana sHauumoct (p < 0,001) cnpsmo Tamcynosus npes Meceu 48
b. KomGunalmsTa € nocrurnana 3Haunmoct (p < 0,001) cnipamo ayracrepun npez Mecew 48

acTc

B TpH 2-rogMuiHH MHOTOLEHTPOBH, MHOTOHAIMOHATHH, KOHTPOIHpaHM ¢ mwiauebo BolHOCIENH
IbPBHYHH NpOYYBaHMA 3a OLEHKa Ha €pHKacHOCTTa ca cpaBHABaHH gyTactepua 0,5 mg AHEBHO WIH
1auedo npyu 4 325 y4aCTHHLM OT MBXKKH I10J1 C YMEPEHO TEXKA 10 TeXKa CHMITOMATHKA Ha HAIIX, ¢ obem
Ha npocTtarara > 30 mi u crofioct Ha PSA B ananazona 1,5 — 10 ng/ml. Bnocnencteue Tezu npoyusaHus
Ca MPORBIKUIIH C OTBOPECHO NPOARLKEHHE 10 4 rOAUHM NMPH BCHYKH MALUMEHTH, KOHWTO Ca OCTRHAIH B
TIPOYYBAHETO, KATO Ca mnpueMand cbilata go3a ayracrepua 0,5mg. 37% oT NBpBOHAYAIHO
PaHAOMH3HpaHMTE Ha rulaledo naudeHTH M 40% OT mauMeHTHTE, paHIOMH3MPaHH Ha
OCTaHANY B Mpoy4BaHeTo 3a 4 roauHu. [lo-ronamara uact (71%) ot 2 340 yyacTHu
MPOAB/DKCHHE CA 3aBBPIUWIH 2-T€ AOITHIHUTETHH FOJHHH HA OTBOPEHO JICHEHHE.

Haii-paxxuure napaMeTpu 3a KIHHMYHA eduKacHOCT ca CHMIITOMATHYHUAT MHICKC
yponoruyHa acounaums (American Urological Association Symptom Index, AU
YPUHEH AeOUT (Qmax) M YECTOTATA HA OCTPO 3aAbpXAHE HA YPHHA W Ha XHPYpPrHYecKa

fa
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AUA-SI npeacrasnsgsa 7-TOYKOB BBIIPOCHUK 3a ¢cBbp3aHata ¢ JITX cumnromatuka. MakCUManHHAT cOop
e 35. Cpenuuar uzxoneH cbop e npubausurenso 17, Cnen mect Mecenda, €qHa ¥ OBE FOOUHH JIEYEHHE
NMAalMEHTHUTE B rpynara Ha nnauebo ca uManu cpegHo nonodpeHue ¢be CbOTBETHO 2,5; 2,5 M 2,3 TOUKM,
AOKATO B rpylnara Ha OyTacTepH[ noaodpeHHeTo e ChboTBeTHO ¢ 3,2; 3.8 ¥ 4,5 Toukd. Pasnukure Mexay
FPYTHTE Ca CTATHCTHUECKH 3HaYMMU. [lonobpenuero no AUA-SI, HabnrogaBaHo npe3 nbpBUTE 2 FOIHHH
Ha ABOMHOCHAMOTO JICYEHHE, € MPOAB/DKHANO U N0 BPEME Ha 2-T€ JONBJIHUTENHH FOAHWHH Ha OTBOPEHOTO

IPOAB/DKEHHE Ha MPOYy4BAHUATA.

Omax (Maxcumanen ypunen oebum)
Cpeanuar u3xoacH Qmax B U3NUTBaHHATA € NpuOnuzuTenHo 10 ml/sec (HopmaneH Qumax > 15 ml/sec). Cnen

€/1Ha ¥ IBE FOJIWHH JIeYeHHe AeOUTHT B rpynara Ha miauedo e nogodpen csoTeetHO ¢ 0,8 1 0,9 ml/sec, a B
rpynara Ha aytacTepHi — ¢boTBeTHO ¢ 1,7 H 2,0 ml/sec. Paznukara Mexny rpynuTe € CTaTHCTHUYECKM
3Haunma oT Meceu 1 1o Mecen 24. [loBuiunaBaHETO Ha CKOPOCTTa HA MAKCHMallHAA YpPHHEH AeOHT,
HabMoKaBaHO Npe3 MbPBHTE 2 FOAWHHM HA ABOMHOCIATIOTO JIEUCHHE, € MPOIB/DKIUIO H MO BpeMe Ha 2-Te
OONbIIHUTEIHH TOJHHH HA OTBOPEHOTO NPOALKEHHE Ha MPOYYBAHHUATA.

Ocmpo 3a0vpoicane Ha ypura u xupypzuyecka nameca

Cnen ABYroavIuHO JIEYEHHE HECTOTaTa Ha CNYHaMTe ¢ OCTPO 3aIbPKAHE HA YpHHA € 4,2% B rpynarta Ha
mnauedo cnpamo 1,8% B rpymara Ha gyractepun (57% uamaneHue Ha pucka). Tasu pasmika €
CTaTUCTHYECKH 3Ha4MMa M O3HaYaBa, u€ 3a Za ce u3berHe eauH ciy4ait Ha O3V, Tpabsa Aa ce jexysar
42 nawmentH (95% CI 30 — 73) B npoaw/oKEeHHE HA ABE FOAHHH.

HecroraTa Ha cebp3aHata ¢ JIITX xupypruuna HaMeca ciefl ABe roauHH € 4,1% B rpynara Ha mnane6o u
2,2% B rpynata Ha mytactrepua (48% Hamanenue Ha pucka). TasM pa3HKa € CTATHCTHYECKH 3HAYMMA U
O3HAa4aBa, 4ye 3a Ja ce U3berde eaHa xvpypruvHa Hameca, Tpabea Ja ce jgekysar 51 manuenrtu (95% CI

33 — 109) B npoab/oKkeHHe Ha JIBE FOJIHHH.

Pasnpecdenenue Ha oKOCMABAHEMO

EdekTsT Ha qyracTepui BbpXy pa3npeaeneHHeT0 Ha OKOCMSABAHETO He € OMIMAIHO TIPOYYEH M0 BpeMeE
Ha nporpamarta ¢a3a III, Ho uHxuOGHTOpHTE Ha 5-anda penyKTasara MOXe a HAMAIAT 3arybara Ha Koca
Aa MHAYLMPAT pacTeska H NPH YYaCTHHLM C MBKKH THN 3aryba Ha koca (MBiKKa aHAPOTeHHA AToneys).

Tupouona gpynxyus
TuponnHara QyHKUMS € OLeHeHa B €JHOTOJMUIHO MPOYYBAHE NPH 34paBu MBxe. HuBaTa Ha croBogHMS

THPOKCHH Ca CTabHIIHM N0 BpeMe Ha JIeYEeHHETO ¢ QyTacTepua, HO HuBaTa Ha TSH ca neko nosmuzen (c
0,4 MCIU/ml) B cpaBHEHHME ¢ 1aue6o B Kpas Ha eAHOTOAHIIHOTO aeucHUe. Trit kaTo HuBaTa Ha TSH ca
BapHabUNHH, cpeaHuTe cTtoiHocTh Ha TSH (1,4 — 1,9 MCIU/ml) ca octaHaiH B HOpMAanHHTE rpaHULH
(0,5 — 5/6 MCIU/ml), HuBata Ha cBOGOAHHS THPOKCHH €4 CTAGKITHM B HOPMAJTHHA JHANA30H ¥ ¢4 NOAOOHM
Ha TE3W 3a Mauebo 4 3a JIeYEeHHMETO ¢ AYTacTepHA, a npoMeHuTe Ha TSH He ce CUMTAT 33 KIHHHYHO
3Ha4YMMH. HaMa nokasarencrtsa oT BCHHKM KIIMHHYHH NPOYYBAHHs, Y€ JYTACTEPHI MOBIUABA HETATHBHO

THPOUIHAaTa QYHKLUS.

Hoeoobpaszysanun na maeunama sicnesa

B 2-roayiuHu KIIMHHYHK U3NHTBaHKS, OCHTYpABaIH 3,374 NalUeHTOrOAWHM EKCIIOZMLIMS Ha AyTacTepul,
H MO BpEME HA PErMCTpauuiATa B 2-rOJMIUHOTO OTBOPEHO NPOABIDKEHHE, ca CHOOLIEHH 2 clyvyas Ha
KapliiHOM Ha mJleHHaTa *J1€3a NPH MbKE€ NpH NaLHeHTHTE, JIEKYBaHH ¢ AyTacTepud, M 1 ciyyail npu
MALMEHT, nojy4aBan miauedo. B 4-roguuiHuTe KIMHMYHM M3nuTBaHma CombAT /..---"'“--

Ay, . e

Ha KOMOWHALMATA TyTaCTEPUI U TAMCYJIO3HH, HAMA ChOBILEHH CITy4au HA KAPLIMHOM §
B [PYNIUTE HA JIEYCHHUE.




JBe cny4al-KOHTPOJIMPaHH EeMUAEMUOJIOTHYHHM MPOYUYBaAHUA, €AHOTO OT KOMTO nposeneHo B CAII]
(n = 339 cnyuas Ha KapLIMHOM Ha MJICYHATA XJe3a ¥ n = 6,780 koHTponH), a Apyroto — B 6a3aTa JaHHH Ha
3apaseonaszpaHero Ha O0eauHeHoTO KpancTtBo (n =398 ciydad Ha KapLUMHOM Ha MJIeYHaTa KJie3a M
n = 3,930 xkoHTPOH), HEe NOKA3BAT YBEIWYABAHE HA PUCKA OT pa3BUTHE Ha KapIIMHOM Ha MJIe4HATA XKJe3a
P4 MBHKE, CBBp3aH ¢ ynorpebata Ha 5-APH (Bx. Touka 4.4). Peaynratire OT MbPBOTO Npoy4BaHe He
YCTEGHOBABAT MONOXKHUTE/HA BPB3Ka 3a KapUMHOM Ha MJICYHATA UTe3a MpU MbxKe (OTHOCHTENEH PHCK NMPpH
ynorpeba > |1 roquHa npeaw NUArHOCTULIMPAHETO HA KApLIMHOM Ha MJIEYHATa ’KN€3a B CPABHEHHE C
ynorpeba < 1 roquna: 0,70: 95% CI 0,34; 1,45). Ilpw BTOpOTO mnNpOYUBaHE NPHONHUIUTETHOTO
CbOTHOLUCHUE HAa IIIAHCOBETE 3a KapUWHOM Ha MJICUHATa >Kj1€3a, CBbp3aH ¢ yrnorpebara Ha 5-APH, B
CpaBHEHME ¢ Te3H npu nunca Ha ynorpeda € 1,08: 95% CI 0,62; 1,87).

HPH‘{HHHO-GHEHCTBEHH BPpb3Ka MCXKIY 4YE€CTOTaTa Ha KaplUHMHOMA Ha MIICHHaTa XJi€3a NPH MBKE H
NpOOBJDKHTECIIHATA yncrrpeﬁa Ha nyTaCcTepyad HC € YCTaHOBCHA.

Hosnunsane Ha mvorckus pepmuwiumem

Edexture Ha aytacrepun 0,5 mg/mHEeBHO BbpPXY XapaxTePUCTHKHTE Ha ClEpMaTa Ca OLECHABAHH NpH
3apaBH 100poBOMLIM HA Bbh3pacT Mexkay 18 u 52 roawuu (n =27, nmpdemaiiy ayracTepua, ¥ n =23,
nmpHeMauy ruiaiuedo) B NpOAB/LKCHHE Ha 52 CeAMULIM H 24 CEAMHLIM JOITAIHHTEIHO MPOCeAABaHE CE
neuyeHvero. Ha 52-ra ceamuiuia e HabnionaBaHO CpeIHO NMPOLIEHTHO HAMAIABAHE CIIPAMO U3XOAHHUTE
CTOHHOCTH Ha o0uiusa Opoit cnepmarosouay, obeMa Ha cnepMaTa X NOJABKHOCTTA HA CIIEPMATO3OHIUTE —
ChOTBETHO 23%, 26% n 18% B rpynara Ha ayTacTepun clell KOPUTHpaHE CIPAMO OTKJIOHEHMATA OT
M3XOJHMTE CTOHHOCTH NpH rpynara Ha riaue6o. KoHueHTpauusaTa 1 MopgoIorusaTa Ha CriepMaTa He ca
noBnuAHK. Cnex 24-Te CeAMHULIM HA MPOCICOABAHETO CpeAHaTa NPOLEHTHA NPOMAHA B obius O6poii Ha
CNIEPMATO30MINTE TIPH IpyNaTa Ha AyTacTepul ocTaBa ¢ 23% no-HKUCKa OT W3xoaHata. JIokaro cpeaHure
CTOMHOCTH HAa BCHYKH MapaMeTpH MNpe3 LIOTO BPEME OCTABAT B HOPMAIHMS AMANA30H U He ACCTMraTt
[IpEBApHTEIHO ONpPEAC/NICHHTE KPHTEPHH 3a KIMHMYHO 3Hauuma npoMaHa (30%), mpy asama oT
YYaCTHHMIIMTE B Ipynara Ha AyTacTepuld OpoaAT HA CHepMaTO3OMANTE € HaMaisyl ¢ nosede oT 90% B
CpaBHEHHUE ¢ HU3XOJHHS Ha 52-Ta CeIMHLIA H HACTUYHO C€ € Bh3CTaHOBWI Ha 24-Ta CEAMHIIA OT NEPHOAA Ha
rnpocneassaHe. Bb3aMOXKHOCTTa 32 HAMABaHE HA MEXKKHA PEPTUIMTET HE MOXKE Aa Obe HIKITIOUCHA.

Copoeunocvb008u Hexceaanu cvbumus
B 4-ropmmHo mpoyusaHe npu JITX Ha ayractepua B KOMOHHAUMA ¢ TaMCYJ03HH npH 4,844 Mbxe

(npoyusaHero CombAT) uecToraTa Ha KOMOMHHPaHHS TepMHH CBPASYHA HEAOCTATHYHOCT B IPyIATa,
npuemaiua komOuHaumsara (14/1 610, 0,9%), e nmo-Bucoka, OTKONKOTO B KOSTO M 2 € OT IPYIHTE Ha
MOHOTepanua: gytactepun (4/1 623, 0,2%) u Tamcynosuu (10/1 611, 0,6%).

B otnenno 4-ropviuxo npoyusane npH 8,231 Mbxe Ha Bb3pacT ot 50 40 75 roAHHH C MpeAlIECTRAIla
HeraTHBHa OHOIICHA 33 KapUMHOM HA MpOCTaTaTa W M3XOAHM CTOWHOCTH Ha PSA Mexny 2,5 ng/ml u
10,0 ng/ml npu Mbxere Ha BB3pacT ot 50 go 60 rogunu, 1w 3 ng/mi u 10,0 ng/ml npu MBxKeTe Ha Bb3pacT
Han 60 rogunAu (upoyusaHero REDUCE), wuwectotata Ha KOMOMHHMpaHHS TEPMHMH ChpIAeYHA
HEAOCTATBHHOCT € MO-BUCOKA NpPH Yy4acTHULUTE, NpueMalld ayracrepug 0,5 mg BeaHBK IHEBHO
(30/4,105, 0,7%), 0TKONKOTO NpH y4YacTHULMTE, NpHeMally ruiauebo (16/4,126, 0,4%). Post-hoc aHanus
Ha TOBa NMpOYYBAaHE M0Ka3Ba MT0-BUCOKA YECTOTA HA KOMOHHHPaHUA TEPMHUH ChpAeUuHa HEAOCTATbYHOCT IPH
YYaCTHMLIHTE, NpPHEMAild €JHOBPEMEHHO AYTACTEPHA W AHTATOHUCT Ha anda- AaAPEHOPELENTOPUTE
(12/1,152, 1,0%), B cpaBHeHMe C ydacTHHMLMTe, npHeMallM AyTacrepui 6€3 aHTArOHHCT HA )

B mMeTaaHain3 Ha 12 paHAOMH3HPaHH, KOHTPOJIHPAHH C IIALEe60 WIK CbC CpaBHUTENEH
npoyuBasua (n = 18,802), oueHABaIM pHCKOBETE OT MOABA HA ChPACUYHOCHIOBH HEMKS




CTATHCTUYECKU 3HAYHMMO MOBHLUCHUE HA PHUCKA OT chpaedHa HeaoctaTbyHOCT (RR 1,05; 95% CI 0,71;
1,57), octep MuokapaeH undapkt (RR 1,00, 95% C1 0,77, 1,30) unu uncynt (RR 1,20; 95% CI 0,88; 1,64).

Kapyunom na npocmamama u eucoxocmenernsu mymopu

B 4-roaumno cpasHeHue Ha nnanebo U ayractepun npu 8,231 mexe Ha Bp3pacT oT 50 m0 75 roauuu ¢
IpeAlIeCTRAllla HEraTHBHa OHONCHS 3a KapUKMHOM Ha MPOCTATaTa U MU3XOAHH CTOHHOCTH Ha PSA mexny
2,5 ng/ml u 10,0 ng/ml npu Mpxere Ha BB3pact ot 50 A0 60 roguuu, unu 3 ng/ml u 10,0 ng/ml npu Mexere
Ha Bb3pacTt Hag 60 roamHu (npoyusanero REDUCE), 6,706 ywacTHUilM ca ¢ HAaMWYHH JaHHH OT
TbHKOMII€Ha OHONCHA Ha npocTaraTa (NMpeAMMHO OHOINCHH, 3aIb/KHTEIHM 10 MPOTOKOJIA) 32 aHAIU3 34
onpenenane Ha cboposete no Gleason. 1,517 yyacTHHUM Ca AMarHOCTHLIMPAHH ¢ KAPLIMHOM Ha [IPOCTATATA
B NPOY4YBAHETO. bOMIMHCTBOTO OT YCTAHOBEHUTE Hpe3 OHONCHA KAPLUMHOMH Ha MMPOCTATATa B BETE FPyNu
Ha JIEYeHHEe Ca AHArHOCTHLMpaHH KaTto HHCKocTeneHHH (Gleason 5 — 6, 70%).

YcraHoBeHa € no-BUcoka uectota Ha Gleason 8 — 10 kapuumHOMM HAa npocraTata NpM rpynara Ha
ayracrepun (n = 29; 0,9%), cpaBHena ¢ rpynara Ha iauebo (n = 19; 0,6%) (p = 0,15). [Ipes F'oaunn 1 - 2
OposT Ha yuacTHHuMTE ¢ Gleason 8 — 10 kapuMHOMH € CXOJeH NpH rpynara Ha ayracrepua (n = 17; 0,5%)
H rpynata Ha nnauebo (n=18; 0,5%). Ilpe3s I'omgunu 3 —4 noseue Gleason 8 — 10 xapuuMHOMH ca
AUAarHOCTHLIMpPAaHH B rpynara Ha ayracrepua (n = 12; 0,5%) B cpaBHeHMe ¢ rpynara Ha naauebo (n = 1;
<0,1%) (p = 0,0035). HaMa nHanuyHM KaHHK 32 epeKTa Ha TyTACTePH/ 3a NMOBEYE OT 4 FOAMHH MPH MBKE
C PMCK OT KapUHHOM Ha npocrtarara. [IpoueHThT Ha yJacTHMuMTE, AHArHocTHiMpanu ¢ Gleason 8 — 10
KapLMHOMH, C€ 3ala3Ba B TEUCHHE Ha NNepUoanTe OT BpeMe B npoyuBadeTo (I oawau 1 — 2 w I'oauuu 3 — 4)
B rpynara Ha gyracrepua (0,5% BhB BCEKH nmepuoa OT BpeMe), JOKATO NpH IpynaTa Ha Iuiaueto NpoLeHTsT
Ha ydacTHHUMTE, OHarHoctduupaHd ¢ Gleason 8 — 10 xapuuHomu, e no-mMarsk npe3 'oguuw 3 —4,
otkonkoTo npe3 I'oaunu 1-2 (cborBerHo < 0,1% cnpamo 0,5%) (Bxk. Touka 4.4). Hama pasnuka B
yecroTara Ha (Gleason 7 — 10 xapumHomure (p = 0,81).

B nonBiaHUTENHOTO 2-TOAKHIHO NpociieAsBaulo npoyyeaHe Ha uanuteadeto REDUCE He ca ycTaHOBeHH
HOBH ¢iTy4yau Ha Gleason 8 — 10 kapuuHoMH Ha npocTarTara.

B 4-roguurno npoyusane npu JIIX (CombAT), kbaeTo HAMA 3a/bIKHTEHH N0 MPOTOKOIA GHONCHM H
BCHYKH AHarHO3H HAa KapUWHOM Ha MpOoCTaTara ¢€ OCHOBAaBaT HAa OHMOMNCHH NPH HAJTHYHE HA HHAUKALHY,
npoueHTHTe Ha Gleason 8 — 10 kapumnom ca (n = 8; 0,5%) 3a myTacrepua, (n = 11; 0,7%) 3a TaMCyno3uH
u (n=35; 0,3%) 3a komOuHHpaHaTa Tepanus.

HeTHpH pasnuyHU eNUAEMHONIOTHYHH, NOMY/IAUHOHHO-6a3MpaHH POY4BaHUA (1BE OT KOMTO ca Ga3HpaHH
Ha ofwa nomynauus ot 174,895, enno — Ha nomynawus ot 13,892 u eano — Ha nonmynaums or 38,058)
OKa3BaT, 4e ynorpedara Ha S-anda peaykTasHH HHXMOMTOPM HE € CBbP3aHA C [10SBATa Ha
BHCOKOCTENCHHH KapLIWHOMH HA MPOCTAaTaTa, HUTO ChC CMBPTHOCTTA OT KApLUHHOM HAa MPOCTATATA WM
oOLIaTa CMBPTHOCT.

BpbakaTa Mex Iy QyTacTepH H BUICOKOCTENEHEH KApLMHOM HA NPOCTATATA HE € ACHA.

Egpexmu evpxy cexcyannama @yuxyus

Edexrare Ha myTacTepuI/TaMCYNO3HH BbPXy CeKcyanHara (YHKLMS Ca OLEHEHM B NBOMHOCIANO,
KOHTPONHpaHo ¢ Miauebo Npoy4yBaHe NpH CeKCyalHO akTHBHH Mbxe ¢ JIIX (n =243, npuemauiy
AyTacTepHI/ TAMCYTO3HH, n = 246, npueMatny nnaue6o). CtaTucriuyecky sHaUUMO (p < 0 001) [O-ToNAMo
HamansBaHe (ByollaBaHe) Ha c6opa no BenpocHuKa 3a MBXKKOTO cekcyanHo 3apaee (Men's :
Questionnaire, MSHQ) ce wnabmogaBa Ha 12-M9 Mecen B rpynara, npHemama
HamanapaHeTo € CBbP3aHO OCHOBHO C BJIOIUABAHE HA EAKYJALMATA H LILUTOCTHOTO
OTKONKOTO ¢ €PeKUMATA. Te3n edeKTH He NOBIHABAT BH3MPHEMAHETO Ha Y4aCTHHLIMTE fi§
RyTaCTePUA/TAMCYJIO3HH, KOUTO Ca OLIEHEHH CbC CTATUCTHYECKH 3HAYMMO NO-ro/IIMa
npoas/bkeHue Ha 12 mecela B cpasHeHue ¢ rutauebo (p <0,05). Ilpu ToBa MpoyukRRg




HeXXeslaHd c¢hOuTHA B 0o0nacTra Ha cekcyaiHaTa (yHKUMA NO BpeMe Ha 12-MECEHYHOTO JICYECHHUE H
NpUONU3KTETHO NOJIOBHHATA OT TAX OT3BYYABaT B IPOALIDKEHHE Ha 6 MeceHa Clief| JeUSHUETO.

KomOWHauMsTa QyTacTEPHA/TAMCYAO3HH H MOHOTEPANHATA C AYTACTEpH] MOraT Aa NpeH3BUKAT
HEXE/IAHU PEAKLIMHU B CeKCyaHaTa PyHKUHA (BXK. TOuka 4.8).

KakTo ce HabmogaBa B pH Apyry KIMHHYHY npoyuBaHua, BKIIIOHUTENHO 1IpH CombAT v REDUCE,
YEeCTOTATa Ha HEXETAHHUTE PEAKLIMH, CBBP3aHK ChC CEKCYANHATA PYHKUHA, HAMAJIABa C TEUEHHE Ha BPEMETO
NPH NPOABKUTENHA TEparmsL.

Tamcvnozul
TaMcyno3wH noOBHINABA CKOPOCTTA Ha MaKCHMalHUA ypuHeH AeOur. Hamanasa obcTpykumsaTa upes

OTMYCKaHe Ha IVIaAKWTE MYCKYJIH Ha MpOCTaraTa H ypeTpara, Karo noaodpsra MUKIIHOHHHUTE CUMITTOMH.
Couro taka noaodpsiea CUMNTOMHTE Ha CHhXpPaHEHHE, 338 KOUTO Ba)KHA poOJIs Urpae HecTaOMIIHOCTTA Ha
MHKOYHHA MeXyp. Te3H e(ekTH BBpPXY CHMITTOMHTE Ha CbXPAaHEHHE M MMKLMOHHHMTE CHMIITOMH Ce
NOJOBPKAT MO BPEME HA MNpOAL/DKUTEAHA Tepanud. HeobxomumocTTa OT XMpypruyHa Hameca WM
KaTeTepH3aLMa 3HAYUTENHO ¢¢ 3a0aBAT.

AHTaroHHCTHTE Ha al-aJpeHOpeLUenTOpHTE MOraT Aa NOHHXKAT KPbBHOTO HAITaHe upe3 HaMaNsiBaHe Ha
nepugepHarta pesucTeHTHOCT. He e HabnmionaBaHo KIMHUYHO 3HAYUMO TIOHIDKABaHE HA KPBBHOTO HaJiAraHe

no BpEME Ha nNpoydBpaHHua ¢ TAMCYNO3HH.

5.2 PapMAaKOKHHETHYHH CBOHCTBA

JeMoHCTpHpaHa € OHOEKBUBATICHTHOCT MEXIY AyTacTEPHA/TAMCYJIO3HH U € AHOBRPEMEHHO TIPHIIOKEHHE Ha
AYTACTEPHUI U TAMCYJIO3HH KaNnCyJH MOOTAEIHO.

[Iposeneno e mnpoyuBaHe 3a GHOEKBHBAJICHTHOCT C €AHOKpaTHAa 4034 HAa IJIaXHO H CJIel XpaHEHe.
Habmonarano ¢ 30% namanenue Ha Crax 332 ChCTABKATA TAMCYJAO3MH OT AYTAaCTEPHA/TAMCYIO3HH CIIE[
XPaHEHE B CPABHEHHUE ChC CTOHHOCTHUTE Ha riagHo. XpaHata HaMa edekT Bupxy AUC Ha TaMCyI03HH.

AbcopOrus

Hymacmepuo

Cllea nepopalieH fpyeM Ha eqHOKpaTHa 103a ayractepud 0,5 mg BpeMeTo X0 AOCTHraHE Ha MaKCUMAITHH
KOHLUEHTPALUH Ha OTyTacTepHa B cepyMa € 1 1o 3 4aca. AGconoTHaTa OCUOHATHYHOCT € NMPUOITH3HTENHO
60%. bruoHanMuHOCTTa Ha AyTACTEPHI HE CE MOBIMABA OT NPHEMA HA XpaHa.

Tamcynozun

TaMcynosuH ce pesopOupa OT yepBaTa ¥ UMa NMOYTH ITHIHA OHOHANHYHOCT. Cmpém& M CTEIIEHTa Ha
abcopOumaTa Ha TaMCy/103HH Hamanaeat 30 MMHYTH ciieAl XxpaHeHe. EaHaksocT Ha abcopbumsaTa Moxe na
CE NOCTHIHE C TPHEM Ha Ay TaCTePHI/TaMCYJIO3MH OT NMALIMEHTA BUHATH Cliell €JHO M CBhIIO XPAHEHE 3a JICHS.
Tamcy103MH nposBsBRa NPONOPLIMOHANTHA HA 103aTa IU1a3MEHa EKCIIO3ULIUA.

Cnen npueM Ha eqHOKpaTHa 1032 TAMCYNO3HH CJie] XpaHeHe KOHLIEHTPALMHATE Ha TAMCYJI03KH B IUTa3Marta
CTaBaT MaKCHMAIHH CJIefl OKoMo 6 yaca, B CTALIMOHAPHO CBCTOSHHME, KOETO C€ JOCTHra Ha 5-us JeH oT
MHOTFOKpaTHOTO no3upaHe. CpeaHata Cpax B CTAIIMAOHAPHO ChCTOAHHE NPU ITALMEHTHTE € ARG
M0-BHCOKA OT JOCTHTHATATA Clell €AHOKpaTHa Ao3a. Behnpekd ue ToBa € Habmonasa
CTapyecKa BB3pacT, ChLIATa HaxoAka OM ce ouakBana v NpU Mo-MJaH MAlUEHTH.

Pa3inpencneHue
Lymacmepuo




Hyracrepun uma rojaM obem Ha pasnpeneneHue (300 mo S00 L) u BUCOKA CTENEH HA CBBLP3BAHE C
IU1a3MEHUTE NpoTedHH (> 99,5%). Cnex npuem Ha JHEBHA 4033 CEPYMHUTE KOHLIEHTPALIMH HA XyTacTepH
gocTUrat 65% oT KOHUEHTpaLKATA B CTALIMOHAPHO ChCTOAHHE ciell 1 Mecel, a npubau3nTenHo 90% — cnen

3 Meceua.
CepyMHM KOHIICHTPALMH B CTALMOHAPHO ChCTOAHHE (Cys) oT mpubnusurenHo 40 ng/ml ce pocturar cnen 6-

MeceuyeH NMpHEM Ha
0,5 mg Beaus:x aHeBHO. [IpeMUHABAHETO Ha AYTACTEPUA OT CEpyMa B cnepMara € cpenHo 11,5%.

Tamcynoszun
TamcynosuH e cebp3aH okono 99% ¢ nnazMeHUTe NPOTEHHH NPU MBXeTe. OO0eMBT My Ha PA3NIPEAECTICHHE €

mansk (oxono 0,2 L/kg).

buoTpaHcdopmaiys

Lymacmepuo

HyTtacrepun ce Metabonusvpa B roiaMa crenel in vivo. In vitro nyracrepuj ce Metabonu3upa ot
uuToxpoM P450 3A4 1 3A5 10 TpM MOHOXHIIPOKCWIHPaHU METaGOJTHTH M €AUH AMXHAPOKCHIMDAH
MeTabonur.

Cnen nepopasieH npueM Ha gayractepui B go3a oT (0,5 mg/oqHeBHO A0 AOCTHraHEeTO Ha KOHLEHTpalus B
CTalIHOHApHO CBhCTOAHME OT 1,0% no 15,4% (cpenHo 5,4%) oT npueraTta f03a ce eKCKPEeTHpa BHB ¢elleca
KaTO HEMPOMEHEH AyTacTepui. OcTaHanara 4acT ce eKCKpeTHpa BuB (deueca nog dopmMarta Ha 4 OCHOBHH
merabonura, npeacrasaasBam 39%, 21%, 7% w 7% CBBp3aHH ¢ JI€KAPCTBOTO BELIECTBA, H 6
BTOpOCTENEHHH MeTabonura (BCekd npeacTaBasBall NMO-Mailko ot 5%). B ypuHata mpu udoBeka ce
YCTAHOBABAT CaMO CJIEH OT HENMPOMEHEH ayractepua (no-manko ot 0,1% ot gosara).

Tamcynozun
[Ipu xopata He ce HabnOAaBa eHaHTHOMETPUYHA GHOKOHBEPCHS OT TAMCYJIO3HHOB Xuapoxiopua [R(-)

uzoMep] B S(+) uzomep. TamMcyn03MHOB XUApOXJIOpH ce MeTabonM3upa B roiMa CTerneH OT LUTOXPOM
P450 eH3umuTe B yepHHs apo6, a no-manko ot 10% oT no3ara ce eKCKpeTHpa HEMPOMEHEHA B YPHHATA.
BbnpekH ToBa (papMakOKHHETHMHUAT PO Ha MeTabONUTHUTE MPH XOpaTa He € YCTaHOBEH. PesyrraTure
in vitro nokassart, 4ye CYP3A4 u CYP2D6 yuyacTsaT B MeTab0/TH3Ma HA TAMCYJIO3MH, KaTO B MIKA CTENEH
ydacTBaT ¥ ApyrH CYP usoenzuMu. HuxubupaHeTo Ha €eH3UMHUTE HA YEPHOAPOOHHA MEeTAOOTHIBM MOXKE
Ja OOBE€Ae OO INOBHIUIEHA EKCHO3ULUMA Ha TaMCyno3uH (BxK. Touku 4.4 u 4.5). Merabonuture Ha
TaMCYJIO3HHOB XMAPOXJIOPHA C€ KOHIOPHPAT B ro/isMa CTeNeH N0 [NIIOKYPOHMO WM cyndaT npeau
OBOpeuHaTa ekcKkpenua.

Enumunupane
Hymacmepuo

E1MMHHUpaHeTo Ha AyTacTepH], € NO303aBHCHMO W MPOLIECHT H3TIEK A C€ ONMKCBA C JBa YCIOPEAHH ITHTA
Ha CJIHMHUHHUDAHE — EJMHHAT € HACHINAeM B KJIHHHYHO PEJIEeBaHTHY KOHLUEHTpPall¥, a IPYTHAT —
HEHACULLIAEM.

[lpy HucKH cepyMHM KOHLCHTpaLMH (mo-Masko OT 3 ng/ml) myTactepun ce elMMHHHPa 6BLP30 KAaKTO MO
3aBUCMM OT KOHUCHTpalMATa, Taka M IO HE3aBHCHM OT KOHLUEHTpAaUMATA LT HA €IMMMHHUpaHE.
EAHOKpaTHHTE A03M OT 5 Mg WIIH NO-MAaJIKH MOKa3BaT OOEKTUBHH JAHHM 3a 663 KIHPBHC H KPATKO BPEME
Ha NMOYXKHUBOT OT 3 10 9 aHM.

B TepaneBTHYHH KOHLEHTpALMH, C/le]i MHOTOKpaTeH npHeM Ha 0,5 mg/nHeBHO, MO-GaBHMAT, IMHEEH BT
Ha CIHMHHHpAHE, € JOMHHHpAIL], 3 BpEMETO HA NOTYKUBOT € NPHOTU3NTENIHO 3 — 5 ceqMHLIK.

Tamcynozun
TaMCyio3uH H HErOBUTE MeTabONUTH C€ EKCKPETHPAT MMABHO ¢ YPUHATA, IPH KOETO O

J03ara € nox ¢gopmarta Ha HEMPOMEHEHO AKTHBHO BELIECTBO.




MOJYKUBOT Ha TAMCYJIO3HH B MU1a3MaTa € B paMKHTE Ha 5 1o 7 4yaca. [Topaau koHTpoNnUpaHaTa OT CTeNneHTa
Ha pe3opOLHs (PapMaKOKHHETHKA C TAMCYJIO3MH KanCy/ld ¢ H3MEHEHO OCBOOOKJaBaHe ABHOTO BPEME Ha
[MOJYKHBOT Ha TAMCYJIO3HH cliel] XpaHeHe € okoao 10 yaca, a B CTallHOHAPHO CHCTOSHHE € OkoJo 13 4aca.

Crapyecka BB3pacT
Lymacmepuo

dapMaKOKMHETHKATa Ha AYyTACTEPUJ € OLieHeHa crell MPUIOKeHHE Ha €JHOKpaTHa [103a AyTacTepu 5 mg
npH 36 3apaBd Mbxe HAa Bb3pacT Mexay 24 u 87 ronmun. He e HabmonasaHO 3HAYMMO BIIMSHKE Ha
BBH3PACTTA BLPXY €KCNO3HLUHMATA Ha AYTACTEPHI, HO NPH MBxXeTe nof 50-roauinHa Bb3pacT BPEMETO Ha
IOJTY>KMBOT € NMO-KpaTKo. IIpH cpaBHeHHE MeXay NauMeHTH Ha Bb3pacT S0 — 69 roanHH ¢ nalHeHTH Hax
70-roauiuHa BB3pacT HE € YCTAHOBEHA CTAaTUCTHYECKAa pas3fiika MEXOY CTOMHOCTHTE HA BpPEMETO Ha

NOJTYAHBOT.

Tamcynozun

Kprcrocano npoyysane 3a cpaBHaBaHe Ha obuiata ekcnosuiua (AUC) Ha TaMCYA03HHOB XHAPOXIIOPHI H
Ha BpPEMETO MY Ha MNOTY)XHMBOT MNOKa3Ba, 4Ye (PapMaKOKHMHETHYHATA AWUCMO3HLMA HAa TaMCYJIO3WHOB
XUIPOXJIOPHA MOXE /1a € yAb/DKEHa NPH MBXKE B CTAPUYECKA BB3PACT B CpaBHEHHUE C MITAAH, 3PABH MbKE
100poBOJILIM. BBTPEIIHMAT KIMPBHC € HEe3aBUCHM OT CBBP3BAHETO HA TAMCYJIO3MHOB XHAPOXJIOPHA C
AAG, HO HamagBa ¢ Bb3pacTTa. ToBa BoAM 10 nosuiluaBaHe Ha obuiata excriosuuus (AUC) ¢ 40% npu
YYaCTHHLIM Ha BB3pacT OT 33 A0 75 rOIMHU B CPaBHEHHE ¢ YUYACTHHLHUTE Ha Bb3pacT oT 20 10 32 roauuu.

bsOpeuHo yBpexaaHe

Lymacmepud

BnusHvero Ha 6b0peUHOTO yBpeXKaaHe BbpXy GapMakOKHHETHKATA HA AYTACTEPHA He € MpoyyeHo. Bee
[1aK B YOBCLIKATa YpHHAa C€ yCTaHOBABAT rMO-Masko oT 0,1% oT kOHUeHTpanuaTa B CTallMOHAPHO ChCTOAHME
Ha pos3a gyracrepui or 0,5 mg, koero 03Hauapa, Ye HE C€ OYAKBA KJIMHUYHO 3HAYNMO IOBHIIEHHE Ha
MIa3MCHATE KOHLICHTPALIMK Ha TyTacTCPH/L NpH NauueHTH ¢ Ob0peyHo yBpexaaHe (Bx. Touka 4.2).

Tamcynosun

[Ipn 6 ywactHuum ¢ neko go ymepeHo (30 <CLy <70 mlU/min/1,73 m?) Win yMepeHO IO TekKO
(10 <CL¢ <30 ml/min/1,73 m*)  6v0peuHo  yBpexknaHe W 6 ydacTHUIM  0e3  yBpexaaHe
(CL& > 90 ml/min/1,73 m?) ca cpaBHenu (ApMAKOKMHETHYHMTE MOKA3aTeNld Ha TAMCYJIO3HHOB
xuapoxaopua . Bwnpekn ye e nHabmoaasana npomsHa B ofilara Ula3MeHa KOHLIEHTpALMA Ha
TAMCYJIO3HHOB XHIPDOXJIODHA BCJIEACTBHE Ha NMPOMAHA B CBbp3BaHeTO ¢ AAQ, KOHLEHTpAalMATa HA
HECBBLP3aHHA (aKTHBEH) TaMCY/IO3HHOB XHUAPOXJOPHA , KaKTO ¥ BBTPEINHHMAT KIHPBLHC, ¢a OCTaHAIH
OTHOCHTEJTHO NOCTOSHHH.

JaToBa mpy nauueHTure ¢ 6u0peuHO YRpekNaHe He Ce Halara NPOMAHA HA J03aTa HA TAMCYJIO3HHOR
XHApOXJIOpUa Kancynd. He ca npoeexnanu npoyusaHus NMpU MAUKEHTH ¢ YBpeXJaHe Ha GpOpednara
(pyHkuma B TepMUHaeH ctaauil (CL¢ < 10 ml/min/1,73 m?).

HeprnoapobHo yBpexnaHe
Lymacmepud

Brusunero Ha yepHOAPoGHOTO yBpeskaaHe BhpXY (apMaKOKMHETHKATA Ha AYTACTEPH HE € IIPOYUEHO ( BXK.
Touka 4.3). Tvi# kaTo gyTacTepua ce eTUMUHHPA INTABHO MO MEeTaOONUTEH ITBT, 0YaKBa Ce IJIa3MEHUTE HHUBA
Ha YyTaCTePH NPHU TE€3U MALKEHTH 1a OBJaT NOBULICHH, 2 BPEMETO HA MONYKHBOT A3 6bae No-abAro (Bx.
TOUKH 4.2 1 4.4).

Tamcynozunu

(DapMakOKMHETHUHHTE TOKA3aTeNnd Ha TAMCYJIO03HHOB XHAPOXJIODHI Ca CPABHEHH
yMepeHa YepHoapoOHa aucyHkiuus (creneH A u B no kiacuduxauusrta Ha Child-P
Oes ympexxnaHe. Bbrpeku ue e HabmoaasaHa npomsHa B ofwata IUia3MeHa




TAMCYJIO3HHOB XHMAPOXJIOPHA BCIEACTBHE HA TPOMSHa B CBBLP3BAHETO ¢ AAQG, KOHLIEHTpalMsTa Ha
HECBBP3aHUA (AKTHBEH) TAMCYJIO3HHOB XHAPOXJIOPHI HE CE € NPOMEHHUA 3HAYUTENHO, KaTo NpoMAHaTa
HA BBTPCLIHUA KIHPBHC HAa HECBBP3aHHA TAMCYNO3HHOB Xuapoxyiopua ¢ ymepeHa (32%). 3arosa npu
NaMEHTUTE C YMEpEHa YepHoApoOHa AUCPYHKUMA HE Ce Hajara nmpoMsHa Ha [03aTa Ha TaMCYJIO03MHOB

XUAPOXJIOPUL .
TaMCyno3MHOB XHAPOXJIOPHA HE € MPOYYEH NMPH MALUEHTH ¢ TEXKA YepHOAPOOHA JHCHYHKIIHA.

53 IMpeaxaHHAYHH NaHHA 3a Oe30MacHOCT

He ca nmpoBexaaHH HEKJIHHHYHHU NPOYYBAHHA ¢ AyracTrepuia/TaMcynosuH. Jyracrepun ¥ TaMCYJIO3HHOB
XMIPOXJIOPUA TOOTAENIHO Ca MPOYYEHH B I'OISIMA CTEIEH B TECTOBE 33 TOKCHYHOCT NPH )KUBOTHH, KATO
JAHHUTE CHOTBETCTBAT Ha M3BECTHUTE (PapMaKOJOIHYHH OCHCTBHA Ha HMHXHOWTOpHTE Ha S-anda
pelyKTa3aTa H aHTarOHUCTUTE Ha aida;- axpeHopeuentopure. CleAHHTE TBLPACHHS OTpa3aBaT HaJTHYHATA
uHGOpMaLMs 33 OTAETHUTE ChCTABKH.

Lymacmepuo
HacTtosawure npoyuBaHus 3a 0611a TOKCHYHOCT, FTEHOTOKCHYHOCT M KAHIIEPOT€HHOCT HE MOKA3BaT HUKAKDB

crieLMPUYEH PUCK 3a YOBEKA.

[IpoyuBaHus 3a penpoAYKTHBHaZ TOKCHYHOCT TPH MBbXKH IUThXOBE MOKA3BAT HAMAIEHO TErno Ha
NpOCTAaTaTa U CEMEHHHMTE MEXYPUYETa, HAMAIEHA CEKpPELUA OT aKLECOPHHUTE MOJIOBH HUIE3H H HaMa/lsiBaHe
Ha HHAEKCUTE Ha dpepTuiMTeTa (MO NpHYMHHA Ha dapMakonoruyHug edekT Ha ayractepus). KimmunyuaTa
pPENEeBaHTHOCT Ha T€3H HAXOAKH HE € H3BECTHA.

Kakto ¢ npy Apyry HHXHOUTOpH Ha S-anda peaykrasara, npH NPHACKEHHE HA NyTACTEPH MO BpEME Ha
recraiyaTa € HabmogaBaHo (PeMUHH3UpaHE Ha MBXKH ETyC NMpH IUTbXOBE M 3aluM. JytacTepHn ce
YCTAHOBABA B KPBBTA Ha JKEHCKH ILTbXOBE Cle] YA(PTOCBAHE C MBXKKY, TPETHPaHH ¢ ayTacTepux. Koraro
OyTacTepul € NMpHiaraH Ha MPUMATH 110 BPEME HA IeCTALMATA, He € HabmomapaHo (eMHUHH3HPAHE HA
MBXKH (ETYC NMPH KPbBHA €KCMO3ULMI, MPEBHILABAIA B JOCTAThYHA CTEIIEH €KCIIO3ULIMATA, KOATO OH
HACTBOWIA Ype3 YOoBElKa crnepMa. Manko BepoiaTHO € MBXKKM QeTyc aa ObJe MOBIMAH HETaTHBHO Clien
npeaapaHe Ha AYTACTEPHI Ype3 CrnepMara.

Tamcynozun
[IpoyuBatus Ha 061IaTa TOKCHHHOCT U FEHOTOKCHYHOCTTA HE MOKA3BaT HUKAKELB OMPEACIICH PHCK 32
XOparta, pa3/IMiueH OT CBBbP3aHHUTE ¢ PapMaKOJOrHYHHTE CBOMCTBA Ha TAMCYJIO3HH.

B npoy4ysaHus 332 KAHLUEPOr€HHOCT IPU ILTbXOBE M MHIUKH TaMCYJO3HHOB XHAPOXJIODHA BOAM [0
MOBHLIABAHE Ha YECTOTATA Ha MPONUQEPATUBHH NIPOMEHH HA MJIEYHATA XUIE3a MPH MEHCKHUTE XKMBOTHH.
Te3u HaxonKH, KOUTO HaH-BEPOATHO C€ MEIHMHPAT OT XHIEPIIPONAKTHHEMHATA H Ca HaOIOJaBAHM CaAMO
[IpH NPHIOKEHHE HA BHCOKH A03H, C€ MPHEMAT 33 KIMHHYHO He3HAYHUMH.

BucokuTe 203 TaMCYJ03HHOB XWIPOXJIOPHA BOJAT A0 OGpaTUMO HAMalsABaHe Ha (bepTHIHTETa NpH
MBIKKH TUTbXOBE, KOETO BEPOATHO C€ AB/DKH Ha NPOMEHH B ChAbPIKAHHUETO HA CIIEPMATA HIIH HapyluaBaHe
Ha esKynauusra. He ca oueHsBaHH edexTvTe Ha TaMCYNO3UH BbPXY Opos Ha CHIEpPMATO3OMAMTE WM

dyHKIMATA HA CTIepMaTa.

[Ipwiio)KeHHETO Ha TaMCYJIO3MHOB XHAPOXIOPHA MPH OPEMEHHH JKEHCKM ILTLXOBE M 3ai
BHCOKa OT TepaneBTHYHATA, HE MOKa3Ba JaHHU 3a QEeTalHO yBpeXaaHe.

6. OAPMALNEBTHYHU TAHHH




6.1 CnRCchbK HA NOMOLIHHTE BEINeCTBA

Tevpoa obsusxa na kancyiama:
Yepen xeneseH okcua (E172)
YepeeH xene3zeH okcua (E172)
Turanos nuokcua (E171)
bt xxenesen okcua (E172)
Kenarun

CovOvpoicanue Ha Mexama Kancyaa ¢ 0ymacmepuo.
Homownu gewyecmsa 6 cbcmasa HAa pazmeop 3a NbAHEHE:
IHponuneHrnukona MoHoKanpuiar, Ty Il

byrumxuapokcuromyeH (E321)

Mexa obsusxa na xancyrama.

Kenatun

[ munepon

Turanoe guokcun (E171)

Tpurnuuepuau (CpeHOBEPHIKHH)
JleuMTHH (MOXeE Aa ChIABPXKA COEBO MACJIO)

Ienemu ¢ mamcynosun.

MerakpiioBa KHceIUHa — KonoauMep Ha etunakpunar 1:1 30-npouedTHa qucnepcus (ChbAbpKA HATPHUEB
naypwicyndar 4 nonucopbar 80)

[leayno3a, MHKpPOKpHCTAJIHA

HubyTun cebakar

[Tonucopbar 80

CuinumMeB IMOKCHI, KOJNIOWIEH XHAPaTUPaH

Kanuues creapart

Yepnu macmuna:

Ilemnak (E904)

Yepen xeneszeH okcua (E172)
[Iponmunenrnukon (E1520)
AMOHSYEH pa3TBOP,
KoHUeHTpupaH Kanues Xuapokcun

6.2 HechLBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roggocr

24 Mecera

6.4 CnennaJHA YCJIOBHS HAChXPaAHEHHE

CoXxpanssaiite npu teMneparypa noja 30°C. Tpabsa na ce u3anon3sa B paMkuTe Ha 90

6.5 B A CLALPXKARHE HA ONAKOBKATA




byrunka ot noaueTwieH ¢ Bicoka rwibTHOCT (HDPE), ¢ xanauka, ¢babpKauia U3CYLUHTEN CHIMKAre.
30 kancynu B 100 ml 6yTiwika.

6.6 CoenRa/iHA NpeANa3HHd MEPKH NIPH H3XBLp/aaHe u pafora

HyTtactepua ce pezopbupa npes koxara, nopaay koero Tpadpa na ce U3DArBa KOHTAKT C KalCyJH ¢
HapY1IC€HA HAIOCT. AKO TOBaA ce CTy4H, 001acTTa Ha KOHTAKT TpsAOBa He3abaBHO Ja ce U3IMHE C BoAa

M cammyH (BxkK. ToukH 4.4 1 4.6).

Heusnon3paHuAT NekapcTBeH NPOAYKT Wi OTNa bYHUTE MaTepuany ot Hero TpaOBa 1a ce
U3XBBPJIAT B CHOTBETCTBHE ¢ MECTHUTE M3UCKBAHUA.

7. IIPUTEXATEJ] HA PASPEINIEHHUETO 3A YIIOTPEBA

Alkaloid-INT d.o.o.

Slandrova ulica 4

1231 Ljubljana-Crnu&e, Cnosenus
Ten.: +386 1 300 42 90

¢akc: + 386 1 300 42 91

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEEA

Per. Ne 200200066

9, JATA HA ITbPBO PA3PEINIABAHE/MTIOTHOBSIBAHE HA PA3PEIIEHHETO 3A
VIIOTPEEA

JaTta Ha mepBo paspeluasade:; 14.04.2020
JlaTta Ha mocneaHo NMOJHOBABAHE;

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2024




