KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HME HA JEKAPCTBEHHA ITPOAYKT

Hyramaiin 0,5 mg/0,4 mg Teepan kancyau
Dutamyl 0,5 mg/0,4 mg hard capsules

| Ogotperue e /. et

2.  KAYECTBEH Y KOJIMYECTBEH ChCTAB

Besika Tebpna Kancyna ceawpka 0,5 mg nyracrepus (dutasteride) u 0,4 mg Tamcynossnos
xuapoxnopun (tamsulosin hydrochloride) (exensanenten na 0,367 mg Tamcy103un).

HOMOQJ,HO!HI BeUIECTRO(A) ¢ MIBECTHO AEHCTRBHE

Beaka kKancyna csObpia COEB NENUTHH M NPOMHJIEHTITHKON.

Tosa nexapeTso chABpxka 299,46 Mg NPOIIEHITIMKON BEB BCAKA TBLPAA KANCY/Ta, KOHTO ¢a
exBUBaneHTHH Ha 4,27 mg/kg.

3a TBAHAA CIHCHK Ha MOMOIIHUTE BEIIECTEA BHKTE Touka 6.1,

3. JIEKAPCTBEHA ®0OPMA
Tebpra kancyna.

AyTamaiin e npoAL/IroBara, TRBPAA KENATHHOBA KaNcyna, ¢ NpubnM3HTe/HE pasmMepn
24,2 mm x 7,7 mm, ¢ kadmeo TAn0 1 Gexxoro kanaue ¢ waanue CO01, oTnedaran ¢ HEPHO MACTHIO.

Beska TRbpAa Kancy/la ChABPKA MENETH © TAMCY/IO3HH XUAPOXIIOPH] © H3MEHEHO 0cBoBoKIaBaHe 1
€/1Ha MeKa MeJIaTHHOBA Kallcyna AyTacTepya.

4, KJIAHWYHA NAHHHA

4.1 TepaneBTHYHH NOKA3AHKS

JleueHue Ha yMEPEHO TEKKH IO TEKKH CHMITOMH HA JOOPOKAYECTBEHA POCTATHA XUIIEPIIA3UA

(AIX).

Hamanssane Ha pycka ot ocTpo 3aabpixane Ha ypuHata (O3Y) u xupyprudecka Hameca rpu
MAlHEHTH ¢ YMEPEHO TEXKH 0 TeKH cuMnroMu Ha JITIX.

3a nHdopMauns 3a eHEKTHTE OT JIEYEHHETO K PASNHUHHTE TPYIH [IALMEHTH, TPOYYEHH B KITMHUYHHTE
M3NUTBAHWUA, MOJIA BUXKTe TouKa 5.1,

4.2 {o3MpoBKa H HAYHH HA NPUIOKEHHE

QOZ!HQOBK&

Buvapacmnu (exmouumenno nayuenmu 8 cmapiecxa 8v3pacn)

Ilpenopwuanara fo3a JyraMaiin e enua xancyna (0,5 mg / 0,4 mg) BeAHBR AHEBHO



Knaeto e ymectHo, MyTamalin Moke 1a ce M3NON3BA 34 3aAMECTBAHE HA CHEMECTHOTO MIPUICKEHHE Ha
AYTacTEPH/ ¥ TAMCYNO3NH XHIPOXIOPHA NPK ChILECTBYBAILA TEPailiL ¢ ABATA NEKAPCTBEHH
ApoayKTa ¢ 1161 yIeCHABAHE HA NeUeHHETO,

KT1e10 e KTMHMYHO YMECTHO, MOXKe Jla 6%1/1e ofchKaHa NPsIKA NPOMAHA OT MOHOTEPATHS ¢
AYTACTePUI KK TaMCYIO3HH XHAPOXAOPHA KbM lyramaiin.

Bybpeuno yepencoane

Bnugnueto Ha 6p6peunoTo yspexaane BbpXy (apMakOKHHETHKATA Ha Xy TACTEPHA/TAMCYIIOAHH HE 6
npoy4BaHo. He ce o4axsa HeOGXOAMMOCT OT MPOMSAHA Ha A03aTa 34 NauMeHTH ¢ 6x6peuno yBpekaHe
(. TOuKH 4.4. 1 5.2).

Heprnoopobuo yepescoane

Biuanero Ha yepHoapoGHOTO yspexaaHe BLPXy (GapMAKOKUHETHKATA HA AyTACTEPHI/TAMCYI02HH
He ¢ NPOY4BAHO, 38TOBA JIEKAPCTBOTO TPADEA f1a Ce NPHUMara BHMMATETHO NPH NMALHEHTY C JIEKO A0
YMEPEHO TEXKO HepHOAPOGHO yepexnane (Bx. Toukk 4.4 u 5.2). YiorpeSara na Jyramaiin npu

NAIHEHTH C TEXKO YepHOAPOBHO yBpexkiaHe e IPOTHRONOKA3aHa (B, Touka 4.3),

Hleduampuyna nonyaayus

Ayractepia-TaMcyno3uH € IpOTHBONOKA3aH MPH NeAHATPUYHATA NOMYIALUKA (Ha Bb3PACT MO
18 roanuu) (8. Touxa 4.3).

HauKH Ha [pUioxeHue

3a nepopanto NPWIOKEHHE.

Ha nauuenrnte Tps6pa na ce fanat ykasaHus Aa NOITBILAT KANCYIUTE 1eMH, OKOIO 30 MHHYTH ciien
€1HO H CBUIO XPAHEHE 33 AeHA BCeky AeH. Kancynute ne Tpabba na ce ILBYAT MITH OTBApAT.
KOHTaKTBT che ChABPKAHUETO HA KANCY/TATA C AYTACTEPHJ, KOATO CE ChABPIKA B KANCYAATA C TRBpHAa
06BHBKA, MOMKE [12 IPETU3BHKA JIPA3HEHE HA OPO(APHHTEANHATA IMraBula.

4.3 IlporuBonoxasanus

HyTamaiin e IpOTHBONOKAIAH 3aTIPY;

- HEHM, Jella ¥ FOHOINY (BK. To4Ka 4.6},

- NALUEHTH CBC CBPBXUYBCTBUTENHOCT KbM AKTHBHHUTE BEINECTBA, KbM APYTH HHXUGHTOPH Ha 5-
anda pefyKrasara, Cof, bCTHIIH HIIM KbM HIKOE OT JAPYTHTE NIOMOILHY BelllecTBa, HIGPOeHH B
TOuKa 6.1.

- MALHEeHTH ¢ aHAMHE32 33 OPTOCTATHYHA XHIIOTOHMA,

- MALUNEHTH € TEXKKO YepHOAPoOHO YRpexaaHe.

44 Cneunanmmu npeaynpexieHus K ApeinasHH MEPKH PH ynoTpeba

Kom6unupanata Tepanus TpaGBa fa ca MPEANHCBa CieA BHAMATEIHA OLIEHKA HA OTHOGHHETO
NoJ13a-PUCK TIOPAAM NOTEHUHAITHO NOBHULIEH PHCK OT HexeNnaHn chOuTHS (BKIKOUYHTENTHO ChpACHHA
HEJOCTATBYHOCT) K Clell 0OMUCIAHE Ha aAlNTEPHATHBHY TEPATIEBTHYHH Bh3MOKHOCTH, BKIIFOUMTENHO

MOHOTEpaHH.

Kapyurom na npocmamama u eucoxocmenenny mymopu

[Ipoyuranero REDUCE, enHo 4-rogiIuHo, My THHEHTPOBO, PAHAOMHIHPEHO, 1B
nnauebo-kOHTPOIBPaHO Npoy4BaHe u3cieqea edekta Ha qyTactepua 0,5 mg aHen



BUCOK PHCK 38 pax Ha NpOCTATaTa (BKIKOUBA MbXKE HA BB3pacT ot 50 10 75 roanHu ¢ Husa Ha PSA or
2,5 no 10 ng/mi n Heraruena GuONCUA Ha MPOCTATATA 6 MECEL TIPEH BIUTIOUBAHETO B NMPOYYBAHETO)
B cpasrenpe ¢ nnanebo. PesysraTuTe 0T TOBA MPOY4BaHE NOKAIBAT NO-BHCOKA uecToTa Ha Gleason 8-
10 kapuUMHOMM Ha NIPOCTATATA BPH MBXKE, IEKyBaHH C AyTactepua (n=29, 0,9%) b cpaBHeHHe ¢
mnauebo (n=19, 0,6%). Bprpikara mexay Ayracrepsin u Gleason 8-10 kapumHOMM Ha npocTaTaTa HE ¢
sicHa. CrieIOBATENHO, MBKeTe, Mpuematii dyramaiin, tpaGaa fa 6baaT oueHSBaHM pPenoBHO 3a
IPOCTaTeH KAPUKBHOM (BK. TouKa 5.1).

IIpocmamno-cneyuguyen anmuzen (PSA)

CepymHaTa KOHLEHTPALIMA Ha IPOCTATHO-CRELM(PUUANs anTUreH (PSA) € BAKeH KOMIOHEHT 3a
YCTaHOBABAHETO HA KAPUWHOM Ha npocTarara. Cnen 6-mecedHo nevenwe, lyramaiin sonu fo
HaManaBaHe Ha CPeIBKTE CepyMHH HUBa Ha PSA ¢ npuGnuzurenuo 50%.

TIpy naumenTure, nprematun Jyramaiin, TpaGpa na ce ycTaHoBH HOBa, u3xoaHa PSA c¢roitnoct cneg
6 mMeceua feuenue c Jlyramaiin. Ilpenopbusa ce pefosHo npocnenasane Ha cToitHocTHTe Ha PSA
crnest Tosa. Beako NOTBBpAEHO NOBHUIABAHE OT HANH-HUCKOTO HUBO HA PSA o BpeMe Ha nedeHueTo ¢
Hyramaiin moxe aa e Gener 3a HadHe Ha KAPLUHHOM Ha NIPOCTATA WM 32 HETIOBIHABAHE OT
Aevenmero ¢ [lyramaiin, u TpaGra ia ce oliCHNBA BHHMATEHO, A0PH B CAyvali e Takusa CTOHHOCTH
Ca BCC OUIE B PAMKHTE Ha HOPMATHUTE CTOHHOCTH 33 MBXe, HenpueMalny S-anda peaykrazeH
uBxubuTop (BX. Touka 5.1). [Ipu uHTEpNpeTHpaHeTo Ha cToiiHocTTa Ha PSA 33 nauueHT, koiro
npueMa AyTacTepHA, 3a cpaBHetHe TpabBa 1a ce NOTHPCAT NpeaHIIHE cTodiHocTH Ha PSA.

Jleuenwmero ¢ Jytamailn He npeun Ha H3NON3BAHETO Ha PSA KATO [TOMOUHO CpeacTso B
JIMATHOCTHKATA HA KAPUMHOMA Ha MIPOCTATATA CNel, YCTAHOBABAHETO Ha HOBA H3XOHA CTOMHOCT.

CepymHuTe HMBA Ha OOIIMA PSA ce BpLIUAT KBM HU3XOQHHUTE CTOHMHOCTH 20 6 Mecela chel
lipeycTaHOBABAHE Ha JIeyeHueTo. ChOTHOLIEHHeTO Mexay cBoboauuns u obms PSA ocrasa
NOCTOSHHO, JOPH 110/ 8nusHKue Ha JyTaMaiin. Ao fAexapat usbepe na HINOA3BA OTHOCHTEIHMA A8
(%) Ha ceoBoanmns PSA KaTo MOMOWIHO CPECTBO 24 YCTAHOBABAHE HA KAPLIMHOM Ha NIPOCTATATA NIPH
MbiKe, ekyeaHu ¢ [{yTamalin, HAMa Ja € HeOOXOMMMA KOPEKLMA HA CTOHHOCTTA MY.

[lpu naumerTuTe TPAGBa KA Ce HANMPABH PEKTAMHO TYLUMPAHE HA MPOCTATATa, KAKTO B APy
H3C/I€ABaHMA 32 INATHOCTHKA HA NPOCTATEH KAPLIMHOM WK APYru 3a60nABaHKA, KOMTO MOXKE 42
NPU4KHAT Chiute cuMnToMM KaTto JTIX, npeau 3anousane Ha geveHneTo ¢ Jyramaiis, KakTo u
NePHOAHYHO CJIe]] TOBA.

CupOeyrno-cpO08u Hexwceranu cobumus

B nse 4-roavinHy KIMHIYHK NPOYYRAHHS, YECTOTATA HA CHPAEUHATA HEIOCTATEHHOCT (KOMBUHHpAR
TEPMHH 32 JOKI3ABaHK CBOUTHA, [NABHO CHPAEYHA HEJOCTATLYHOCT U 3ACTOMHA ChpIIeYHa
HENOCTATBYHOCT) € MaJIKO I0-BUCOKA TPH HLIATA, KOWTO NpHeMaT kKOMOKHALUATA OT AYTaCTEPHA H
anga-aApeHOPeLICITOpeH aHTarOHHCT, TMARHO TAMCYI03MH, OTKONKOTO CPe/l JIMUATA, HEMpHeMaltu
xomOuHauysTa, Obave, 4ecTOTaTa Ha ChP/IEUHA HEAOCTATLYHOCT NPH TE3K H3MUTBAHUA € T10-HHCKA
BBB BCHYKM AKTUBHO JIEKYBEHH FPYTH B ¢paBHeHMe ¢ mnauebo rpynarta, M ApYry HAMWYHK J1aHHH 33
AyTacTepus WiH andai-afipcHOPeLeITOPHH aHTATOHHUCTH HE (IOAKPENAT 3AKAKOMEHHE 34 TOBHLIEHNE
Ha ChbpaedHO-ChAOBH pHCKOBE (B3, Touka 5.1).

KapunsoM Ha ropaara

Hamsuyy ca JoK/1aaM 3a KapUMHOM HA FbpAaTa OPpH MBKEe, NPHEMALIn AYTacTepUn B
M3MHTBAHKUA W 110 BPEME Ha TIOCTMAPKETHHIOBKS TepHOA. EMHAEMHOIOHYHY NIPOYYB
OKa3BAT NOBHILABAHE HA PHCKA OT PA3BHTHE HA KAPLIMHOM HA MBPAATA [IPH MBXKE I
5-anca pexyxrasHu uaxubuTOpY (BiK. TouKa 5.1}, Jlekapute Tpabea aa unpopmupa
Ag OOK/IAABAT BeAHAra NPOMEHH B THKAHTA Ha TbPAATA, KaTo OyuKH UK NMOsABA HA ©



Bwbpeuno yspesicoane

JleuenneTo Ha naudenTH ¢ Texko HuOpetHo yBpesxaane (KpeaTHHHHOB KMphHc noa 10 mi/min)
TpsbBa na ce OCHIIECTRABA C TIOBUIICHO BHHMAHHKE, Thil KaTO NMPH TA3M FPyMa MAUMEHTH HE ca
TPOBEIKIAHH KIBHUYHY HITHTBAHMS,

Xunomonus

Oprocratvuna: [lonoGno Ha ocrananuTe andai-aapeHOpeLieNTOPHH aHTATOHHCTH, TI0 BpEME Ha
NeueHme ¢ TAMCYTO3HH MOXKE [a ¢€ HaG1I0AaBa NOHMKABAHE HA KPEBHOTO HAIATAHE, PANKO BOMIELIO
Ao cuuKon. Tlaunenture, KOUTO 3anousar neuenne ¢ Jyramaiin Tpatea aa 6baar npegynpeaeHu aa
CeHaT WAK Ja flerHar [pu ALPBHTE CUMITTOMM Ha& OPTOCTATHYHA XMIIOTOHMS (3aMalipate, cnafocT)
N0 OTWIYMABAHETO HM.

3a pa ce cpede A0 MHHHMYM BB3MOMKHOCTTA 32 PAIBUTHE Ha MOCTYPAIHA XUIIOTOHMS, NALIMEHTHLT
Tpabsa 2a 6bae xeMOIMHAMUYHO CTabMACH 10 BpeMe Ha fieueHHe ¢ aidha,-aApeHOpeLIeNTOpEH
AHTArOHUCT NPeAH 3anoupane ynorpebata Ha PDES unxuburopw.

Cumntomatnuna: [penopsusa ce MOBHINCHO BHUMAHUE, KOTaTo alda aApeHeptauHy 610Kupaly
AreHTd, BKIHOYHTETHO TAMCYIO3HH Ce Apufarat efHospemerHo ¢ PDES wnxuburopu (Hanp.
cunaeHabnn, Tananadun, sapaeHadun). Andai-agperopelentopHute autaronucti H PDES
UHXUGUTOPHTE Ca BA30AKTATATOPH, KOHTO MOKE JIa TIOHMKAT KPBBHOTO Hansrade, EaHoBpeMeHHaTa
ynorpeba Ha Te3u [iBa KI1aca JeKapCTBa NOTEHUIHATHO MOXE A2 PHUMHU CHMITOMATHYHA XHIOTOHHA
(8K, Touka 4.5).

Cundpom Ha URMPAONEPAMUBHO AMONUNHUS UPUC

ITpu HAKOK NALHMEHTH, KOWTO CE JIEKYBAT OHACTOALUEM WIH ¢a UM ISKYBRHH [IPEAH C TAMCYIO03MH,
MO BPEME Ha Oniepaliia Ha KaTapakTa € HabMoAaBaH CHRAPOMBT Ha MHTPAOMEPATUEHO ATOHHUHHSA
upuc (Intraoperative Floppy Iris Syndrome - [FIS, papuant Ha cudapomMa sa tacHaTa sennua). IFIS
MOXE J1a TOBHINM PUCKA OT O4HH YCIONHEHHA 110 BpeMe Ha W ciel onepatiata, [lopaqu Tasu
IpHYHHA HE Ce [TPENOPBYBa 3a04Bane Ha neueHue ¢ JyTaMaiil npH NauMeHTH ¢ HacpoYeHa
OnepaLis Ha KaTapakra.

Tlo BpeMe Ha NpeaONepaTUBHATA OLIEHKA XUPYP3UTe, U3BLPILUBALLK OICPALHK Ha KATapaKTa, H
eKunuTe odTanMonosy TpabBa Aa B3eMaT NPEABHI JANH NALKMEHTHTE IPHEMAT WM €4 NPHEMAany
HyTtamaiin, 3a 1a ce OCUTYPST MOAXOAALTH MEpPKY 3a osianssasie Ha [FIS o Bpeme Ha onepauunTa.

CrnupaneTo Ha npeMa Ha TAMCYJ02HH 1-2 ceaMULIM TIpe/In ONePauMATa Ha KaTapaKTa ce CMATA 3a
MOJIE3HO, HO peantaTa Non3a ¥ NPOSL/IKUTENHOCTT HA NIePHOA OT BPEME, 32 KOHTO NeKAPCTBOTO
TpabBa a ce cripe npeIi ONEPaLUATa HA KATAPAKTA, BCE OLIE HE €A YCTAHOBEHH.

Kancynu ¢ napywena yanocmn

Hyractepui ce pesopGupa Mpes KOXKaTa, ROPaaH KOETO KeHUTE, AeliaTa M 1oHoWmuUTE Tpsibea na
u30ArBaT KOHTAKT C KATICY/IH € HApYLIGHA Ls10CT (BrK. TOUKa 4.6). AKO TOBa ce Clyun, o6nacTra Ha
xoHTaKT Tpsibsa He3abaBHO fa ce U3MHE ¢ BOSA H CamyH.

Huxubumopu na CYP3A4 u CYP2D6

EaHOBpeMEHHOTO NIPHIOIKEHKE HA TAMCYIO3MH XUIPOXIOPH ¢ MOIUHH KHXUGHTOP
(Hanp. KETOKOHA30M), HIH B N0-MAJIKA CTENEH ¢ MOWHH HHXuGHTOpY Ha CYP2D6 (



MHXMOUTOP 1 TPAOBA /13 Ce M3MOIIBA BHHMATETHO MPH NALHEHTH, npHemaly ymepen CYP3A4
HHXHOKTOP, MoweH Hin yMeper CYP2D6 nuxuburop, komGunauus or CYP3A4 u CYP2D6
MHXMOUTOPH, WM IIPY NAUMEHTH, 33 KOWTO € YCTAHOBEHO, Ye ca 6ashu MetaboauzaTopy Ha CYP2D6,

»

Yeproopobuo yepexcoane

JlyTacTepHn/TaMCYNO3HH He € IPOYHBaH NPU NALMEHTH ¢ YepHOApPobHe 3a6onsasane. ytamaiin
TpAGBa Ja ce NpuIara BHHMATENHO MpY NAUMEHTH C JeKO [0 YMePEeHO TEXKO YEPHOIPOGHO
yBpexpane (Bx. Touku 4.2, 4.3 u 5.2).

Hampuit
Tosa nexapcrso chaRpKa No-Maiko ot 1 mmol Hatpuii (23 mg) Ha Kancyna, T.6. MOXE 1a ce KaxKe,
4e MPAKTHYECKH HE ChABPKA HATPHIA,

4.5 BiaumojeficTBHe ¢ IPYrH JieKapCTBEHH NPOAYKTH M APYTh GOpME HA B3aHMoAeHCTBHE

He ca mposexaanu npoyqBaHAA 3 IEKAPCTBEHUTE B3aUMOEHCTBUA HA AYTACTEPHL/ TAMCYSIO3HUH.
Iocowenara no-nony HEGOPMALINA OTPA3ABA HATIMYHUTE AAHHH 34 OTASTHHTE CHCTABKY.

Hymacmepuo

3a HH(OPMALI OTHOCHO TIOHHXABAHETO HA CTOMHOCTHTE HA cepyMuHA PSA no Bpeme Ha IeHeRHte ¢
AYTACTEPH]L, KAKTO H 34 HACOKM 32 YCTAHOBABAHE Ha KapUHMHOM Ha NPOCTATATA, MO/ BHXKTE
Touka 4.4.

Echexmu na opyeu nexapemea 8vpxy apmaxoxunemuxama na dymacmepud

HyTactepuy ce eanMuuypa rnagHo upes Mmetabonusupane. [n vitro Npoy4BaHMATA NOKA3BAT, He TOBA
metabonnaupane ce karanuanpa oT CYP3A4 u CYP3AS. He ca npoBexxaaHi HacoueH: NPOYUBaHKA
3a B3alMOAeHCTBIA ¢ MOmHH MHXuOUTOpN Ha CYP3A4. Bropexky ToBa, IPH NONYNALMOHHO
$apMaKOKMHETHYHO fPOYUBAHE KOHUEHTPALIMHUTE HA CEPYMHHS IyTaCTEpHA ca GHIH CHOTBETHO
cpeano 1,6 o 1,8 abTu no-srcoxy IpH MATEK Gpoif NAlMeNTH, PH KOMTO CHBMECTHO C RyTacTepu/l
¢a PUAAraHYM BEPATIAMMIT WK AunTHaseM (ymepesn uuxubutops na CYP3A4 u unxuburopy Ha
P-rnukonpoTens), B cpaBHeHHE ¢ OCTAHATHTE TIALMEHTH.

[TpoaBIKHTETHHAT NPHEM Ha KOMOGHHALMATE HA AYTACTEPHS C JIEKapCTBa, KOWTO ¢4 MOUIHM
HuxubuTOpH Ha ensuMa CYP3A4 (Hanp. puTOHABUP, WHAMHABHD, 5eda30/IOH, HTPAKOHA30,
KETOKOHA30/1, IPHITAraHy ISPOPaHO}, MOMKE 43 HOBHIIH CEPYMHMTE KOHLIGHTPALIMM Nia 1yTACTEPULL.
BepoaTHoCTTa 33 SOMBIHHTENHO UHXHOUpaKe Ha S-anda pefyKTa’aTa [Py NOBKIUCHA EKCHOIHIHA HA.
RyTacTepHa ¢ Malika. Ako ofaue ce yCTAHOBAT HEKe/IaHH JEKAPCTBEH) PEaKUMH, MOXKE Aa ce 06ebau
HaMa/11BaHe Ha YeCcTOTATA Ha fIpueMa Ha ayracrepul. Tpabpa na ce oTOeMexky, Ue B Cnyyail Ha
eHIUMHO MHXHOUpaHe, IBATOTO BPEME Ha TOMAYKHBOT MOXKE AA C€ YAL/KH JOMbIHUTENHO K
AOCCTHraHETO HA HOBO PABHOBECHO CHCTOSHME MOJKeE AA CO TIOCTUTHE Clej TIoBeve OT 6§ Meceua
CLIBTCTBALLO NevueHne.

Hprnoxenneto Ha 12 g XONECTHPAMHH eUH 4ac CEM [IPHEM HA eAHOKPATHA 1032 OT 5 mg
LYTACTEePHA He NOBIHABA (hapMAKOKMHETHKATA HA NYTACTEPHAL.

Edpexmu na dymacmepud 8vpxy GapmaxoxuHemuxama na dpy2u exapcmea

B KIMHHYHO npoyyBaHe ¢ Mansk Gpoft yuacTuuy (1=24) B NPOSBIKEHNE HA ABE cen
3npasy Mbke, nyTactepu (0,5 mg qHeBHO) He e okazan edekT BBPXY GapMaKOKHHEFH
TAMCYJIO3UH WK Tepaso3dH. Chiilo Taka, B TOBA IIPOYYBAHE HE © YCTAHOBeHO dapM
BlauMoaeiicTBHe.




HyTtactepun He nosnusea GapMaKoKMHETHKATA Ha Baphapus Wi qurokcuH. Tora nokassa, ue
Ryractepus He upxubupa/unnytnpa CYP2CY v TpancnopTHata Monekyna P-rankonporenn. In
Vitro NPOy4BAHUATA 34 B3aKMOJEHCTBMA NOKA3BAT, Y€ RYTACTEPHA HE HHXHOHPa ensumute CYPIA?2,
CYP2D6, CYP2C9, CYP2C19 unu CYP3A4,

Tamcynozun

ChBMECTHOTO UPHIOKEHUE HA TAMCYJIO3MH XUAPOXIIOPU/ C IEKAPCTBA, KOMTO MOTAT 4 TIOHMKAT
KPBBHOTO HaNArane, BRIIOYHTENHO anecTeThHuy, PDES umabutopu u npyru andai-
2/IpEHOPELIENTOPHH AHTArOHUCTH OM MOTTIO 1A IoBEIe 10 3aCUIISHH XUMOTEH3UBHH eheKTH,
HyTacTepua/TaMcy o3t He TpAGsa f1a ce puaara B KOMGHHALMA C APYTH a1ha;-aapeHOpeLeNTOpHN
AHTATOHUCTH.

EHOBPEMEHHOTO NPUA0OKEHHE HA TAMCYI03HH XHAPOXJIOPHA H KeTokoHa30 (momeH CYP3A4
uHXKOHTOP) BoAM Ko nosHmasane Ha Cmax 1 AUC Ha TaMCyNo3MH XMAPOXIOPHA © koedutmenT 2,2
¥ 2,8, cpoTBeTHO. EJHOBpeMEHHOTO MPHUNOKEHHE HA TAMCYAC3HH XHAPOXIOPHA K IAPOKCETUH
(momen CYP2D6 urxuOuTop) BonH 40 noBHmanane Ha Cmax 1 AUC Ha TAMCYNIOZHH XUAPOXI0pH/L
¢ xoeduiment 1,3 5 1,6, crorpeTHo, [ofoGHO NOBHINABAHE HA EKCIO3MUKATA C& 04AKRA fPH
CYP2D6 GasHu MeTa(onu3aTOPH, CpaBHeHH ¢ Gbpau MeTa0ONMIATOPH [PH AHOBPEMEHHO
npriackeHne ¢ mowen CYP3A4 uuxubutop. Edextute oT enmoBpemenHo npunoxenne na CYPIA4
# CYP2D6 unxuGHTOPH ¢ TAMCYNIO3HH XUAPOXIIOPHT HE Ca OUSHABAHK KIHHHYHO, oBade e HanMle
MOTEHLNAN 3& 3HAUKTENHO IOBHILABAHE HA €KCIIO3HLIMATA HA TAMCYTO3MH (B, TOUKa 4.4).

CrnbTeTRaIOTO IIPUIIOKERNE HA TaMCYNO3MH xuapoxstopua (0,4 mg) i uumerunus (400 mg Ha
BCEKY HIECT Haca 34 (iecT AHH) BOAH J0 NOHIDKaBaHe Ha KnupwsHea (26%) v a0 nosminaeane ya AUC
(44%) na Tamcyn03uH XHapoxaopua. HeoGXoaumo e NoByINEHO BHUMAHHE, KOTATO
AYTACTEPH//TAMCYNIO3UH Ce [puIara B KoMOKHALHA ¢ UHMETHAHH.

He e npoeexnano cneunguuHO M3NNTBAHE HA NIEKAPCTBEHHTE B3aUMOAEHCTBHS [IPH CLBMECTHOTO
NPUIOKEHHE Ha TAMCYIO3HH XHAPOXJIOpH K BaphaphH. Pe3yntature OT orpaHdYenH in vitro W in
vivo ApoyvBanus He JABAT ACHM 3aKkmoueHus. Juknodenak u sapdapun, obade, MOraT aa OBUIIAT
CKOPOCTTA HA e/IMMUHUPAHE Ha TAMCYIO3UH. EXHOBpeMeHHOTO npuIoKeHue Ha BADDAPHH H
TAMCYI03MH XHAPOXAOpUE TpAGBa Aa e ¢ NOBHLIEHO BHUMaHHE,

He ca naGnionapanm B3aMMOAEHCTRBHA NPY IPHIOKEHHE HA TAMCYN03UH XHAPOXJIOPKL ChBMECTHO ©
aTeHON0, eHaanpun, HudeaNnuH HNH TeohwnH. CHLIBTCTBAINO NpUNaraH QypoceMK BOAH A0
Craj B IIaMEHHTE HUBA HA TAMCYJIO3MH, HO Thii KATO HUBATA OCTABAT B IPaHHLIMTE Ha
TEpANesTHHHHTE, He € HeofXoaMMa KopeKLMA Ha J03aTa.

In vitro caobonaTa Qpakuyis Ha TAMCYIO3MH B HOBEUIKa [U1a3Ma He ¢e TIPOMeHs HITO OT AHazeriaMm,
HHTO OT HPOIPAHOIO, TPHXIOPMETHAZKN, XTOPMAIUHOH, AMUTPHITHWIKY, JUKNodeHaK,
rAMBEHKIAMUA K CHMBACTATHH. TaMCyJI03UH ChUIO HE MPOMEHA CBOOOAHHTE (pakuMH Ha HHa3enaMm,
MPONpaHONOoN, TPHXIOPMETHASH L H XJI0pMalHHOH.

4.6 DepTuiuTer, 6pEMEHROCT U KbpMeHe
Ynorpebara na JlyraMaiin npu keHH € NpoTHRONOKasaHa. He ca MpoBexaaHn npoy4BaHua 3a
YCTaHOBABaHE HA eDEKTA HA AYTACTEPH//TAMCYI03HH BhPXY OPEeMEHHOCTTa, KBPMEHETO H

deprummTeta. Jlagenata no- noay MEQGOPMaLIM 0TPa3sBa HATMUHAT UHDOPMALIMA 38 OTAEAHUTE
CBCTABKM (B3K. TOuka 5.3).

bpemennocT

Kakto # ocTaHainre HHXubHTOpH Ha S-anda penykTazara, gyTactepun MExubupa
TECTOCTEPOHA B JMXHIPOTECTOCTEPOH M 8KO € MIPUIOKEH Ha KeHa, GpeMeHHa ¢ Mb



AyTACTEpPHI MOXE [a IOTHCHE PA3BUTHETO HA BBHUIHHTE [M0JIOBH opratH Ha Qeryca (BK. ToUKa 4.4),
B cnepmara Ha fitua, npueMatiy RyTacTEPH, C¢ YCTAHOBABAT MAIIKM KONMYeCTsa NyTacTepus. He e
M3BECTHO Ia/TH MEKKH (etyc we 6bae MOBAKAH HETATHBHO, aK0 MAHKATA WMa KOHTAKT ChC CHepMaTa
Ha DALMEHT, JIeKyBaH ¢ AyTacTepHA (PHCKBT 38 TAKOBA YBPEHIAHE € HaH-roiaM nipes mbpsuTe

16 ceamuLM OT GpeMeHHOCTTA).

Hozgo6Ho Ha Benukl UHXUOUTOPH Ha S-anda pefyKTasaTa, KOraTo NAPTHHOPKATA Ha NAlMEHTa &
GpeMeHHa WM € BEIMOXHO Ja 3abpeMetice, Ce Nperopbysa 4a ce U3NONIBA Pe3EPBATHB 110 BPEME Ha
MOIOB &KT ¢ LA 2a ce H3BErHe KOHTAKT HA NAPTHHOPKATA ChC CHEPMATA Ha TIALMEHTA.

anJ'IO}KEHHBTO Ha TaMCYJI03UH XHAPOXTOPUA fpH 6peMeHHH JKEHCKM MTLX0BE H 3ai1H He €
nokasano NaHHd 3a yspexaale Ha mioja.

3a yHdopMaLUA OTHOCHO TIPeAKMKHUMHUTE JAHHH BIDKTE TOUKa 5.3

Knpmene

He e n3secTHo fanu KyTacTepu HilM TAMCYIIO3HH C€ eKCKPETHPAT B KbDMATA TIPH XOpa.

Deprunurer

Mma chobutenna, He AyTacTepin NoBIMIBA XAPAKTEPHCTHKUTE Ha chiepMaTa (HaMaNisABare Ha 6pos Ha
CREPMaTO30MIMTE, 00EMA Ha CTIEPMAaTa M NOABKKHOCTTA HA CICPMATO30HANTE) NPH 3APABH MEME
(B, Touka 5.1). BEIMOMKHOCTTA 33 HAMATABAHE HA MBKKHA (PEPTHANTET He Moxe Na Obae
M3KITIOYeHa.

He ca ouensBany edekTHTE Ha TAMCYIO3UH XHAPOXTAOPHA BEPXY Bpos Ha CIepMaTO3OUINTE WK
thYHKLHATA Ha ClIEpMATa.

4.7 Edextn Bbpxy cnocobHocTTa 32 modupane 4 pabora ¢ Mamnny

He ca ussbpuisany npoyysanus 3a eQeKTHTE Ha JyTacTEPU1/TAMCY/IO3UH BLPXY CIOCOGHOCTTA 32
wotupate u pabota ¢ MamKHK, Brnpeks Toa, nauuenTuTe Tpabsa na 6baaT nBQopMEpanK 1a
BB3MOKHATA MOABA HE CHMITTOMH, CBBPIAHH ¢ OPTOCTATHYHA XHNOTOHMSA, KATO 3aMaliBaHe, TOKATO
npuemar Jlyramatin.

48 Hexenand JeKaPCTBEHH Peakiliu

Hpenctasenute Mo-101y NaHHH Ca CRBP3AHHM C MPHIOKEHHE Ha TYTACTEPHA 32€HO C TAMCYJIO3HH OT
4-roauuiey aHanu3 Ha npoy4sanero CombAT (KomOunupane na Avodart 4 Tamcynosus -
Combination of Avodart and Tamsulosin), cpasuenne na gyractepun 0,5 mg 1 Tameynosus 0,4 mg,
TNPHUIOHERY BEAHBIK AHEBHO 34 Y€THPH NOAMHY KaTO KOMOUHHPAHAE TEPANMA WIH KATO MOHOTEPAIIHA,
Hemoncrpupatia e OMOEKBHBATEHTHOCT Ha AYTACTEPH/TAMCYI03HH C €IHOBPEMEHHO NPUAMKEHH
AYTECTEPHA H TaMCy/1034H (BK. Touka 5.2). Nagena e vudopMaumsa 1 3a NPOQPHINTE HA HEXENAHU
peaklMy Ha OTLENHUTE aKTHBHM BEWECTBA (AyTacTepHa H TamMcynosut). Tpabsa na ce orbenexy, ve
HE BCHMKH HeXENaHW Peaklifu, AOKNAABAHH 32 OTAEIHHTE ChCTABKH, Ca CHOGLUABAHH NIPH
AYTACTEPHA/TAMCYIO3HH, H C2 BKIIOUCHH 33 MHQOPMALMS Ha NieKaps, KOITO MpejTucsa NeKapeTaaTo.

Haunu ot 4-roauiiHoTo npoyuBane CombAT noka3eat, ye 4eCToTAaTa Ha BCUYKUTE, OLICHEHH OT
H3C/Ie/I0BATENA KaTO NEKaPCTBEHO-CEEP3aiH HEXENaHH PEaKlMM Ti0 BPeMe Ha [TEPBATA, BTOpPATd




JIEY€HHETO € CRBP3aHa C NO~-BHCOKA YECTOTA HA HAPYILEHUS HA BB3NPOHIBOAHTENHATA CHCTEMA, N0~
CHELHANHO Ha HAPYLUCHUA HA eAKYNAlHAT], HAO/MIOAABAHN OPY Ta3y IpyDAa,

Ouenenure 0T HICAEADBATENA KATO JIEKAPCTBEHO-CELP3aHH HEXENAHH PEAKLHH H CHOGLICHH
yecToTa OT 1% MNH NOBEYE N0 BPEME Ha [IBPBATA MOAMHA OT JleyeHHeto, B ipoyusaHeTo CombAT,
KIMHHYHWTE Npoy4Banus ¢ mosotepanda Ha JI1X u npoyusavero REDUCE ca noka3anu s

Tabauuara no-gony.

B ponmennexne HexenaHuTe eEKTH HA TAMCYNO3KH [10-A0NY €€ OCHOBABAT HA HAIMYHATA
MHOOPMALKS B ySIMUHOTO MPOCTPAHCTBO. YecTOTUTe HA HeXeNaHUTe PeakiH MOXE a ce

YBEJIW4YH, KOraToO C¢ H3M0/13Ba KOMGHHHpaHa Tepansi.

UectoTa Ha HEXKENAHNTE peaxuyn, HREHTH('bHﬂHpaHH B KJIHHHYHA H3NMHTBEHHA.

Hectu (21/100 no <1/10), Heaectu (=1/1 000 zo <1/100), Peaxn(=1/10 000 o <1/1 000), Mroro
penku (<1/10 000). Bva ncaxa rpynuposka no cucreMo-opranut knacore (SQC), Hexenanure
peaKiyH ca IpeacTABeHH B HW3XOIALL Pl 10 OTHOILEHHE Ha TAXHATA CEPHO3HOCT.

CucTtemo-opranen Hewxenauu peakunn Ayractepunt | Jyracrepus | Tameynosun®
Kaac TAMCY/103AR?
Hapymesus na Cuaron - - Penku
HEPBHATA CHCTEMA Jamaiipane Yectu - Yectu
I'nasobosme - - HeuectH
Copaeunn vapywetnuns | Cbpaeyra Heuectn Heuectu” -
HEAOCTATEYHOCT
(Kombunmpan Tepmun’)
Hannurauyum - - Heueetu
Conosu napyurieHus OprocraTiuna - - Heuecru
XWIIOTOHUS
Pecniupatopnn, Pynpr - - Heuectn
IPBAHU U
MeJUACTHHAIHK
HapyIeHUs
CromaluHo-upesHn 3anex - - Heuectn
HapylIeHUs Huapus - - Heuwectu
T'apexe - - HeuecTn
Iospbmiane - - Hevects
HapymieHud Ha AHruoenem - - Peaxu
Kkoxkata u noakoxuara | CHHIpoM Ha Stevens- - - Muoro peaxn
TbKaH Johnson
VYprukapus - - Heuectn
O6pun - - Heuecru
[Tpypurye - - Heuectn
?apymeﬂuz Ha [puanuzum - - Muoro penxn
BLANPOM3BOAHTENHATA | MIMnoTenTHOCT Yectn YecTn® - ]
CHCTEMA U I'bpJATa [TpomeneHo (HaManeHo) Yectn Yecru® -
nubuao’
Hapyuienue na YecTu Qecri®
egxynauusta’”
Hapywerus na Yect Yectu®




MJIEHHATA

wiesal
O6uiu HapymeHus ActeHus - - Heuectn
H eexTh Ha
MACTOTO Ha
MPUNOKEHNE

* Iyractepua + TaMcyMo3HH: OT npoy4BaneTo CombAT — 4ecTOTHTE Ha HEXKENasuTe CHOUTHN
HAMAJIABAT O BpeMe Ha AEUCHHETO, OT 1-BaTa A0 4-TaTa roaMHa.

S Hyractepun: OT KAMHHYHHTE TPOYYBAHUA C MoHoTepanua Ha J{ITX

* TameynosmH: ot ocHoeums npodua Ha Geaonacnoct 8 EC (EU Core Safety Profile) na Tamoynoaun.
" [poyusane REDUCE (&x. Touxa 5.1)

! KOMEMHMpaHHAT TEpMMH CEpASUHA HEAOCTATLYHOCT BKIIOUBA 3aCTONAA ChpAeyHa
HEeJOCTaThYHOCT, CHPASYHA HEAOCTATHYHOCT, /IeBOKAMEPHA HEIOCTATEYHOCT, OCTPA ChPAEHHA
HEAOCTATBHHOCT, KAPAHOrEHEH LIOK, OCTPa JIEBOKaMEPHA HeAOCTATLYHOCT, AECHOKAMEDHA
HEJOCTATHYHOCT, OCTPE AECHOKAMEPHA HEJIOCTATBYHOCT, KAMEPHE HEOCTATEYHOCT,
KapAHONYIMOHATHA HEOCTATBHHOCT, 3aCTOHA KAPAMOMHONATHA

% Brmousa HANPEXEHKe 1\ YTONeMSBaHe Ha [bpIKTE.

3 Teau Hexenany cEOMTHA B CEKCYATHATA YHKLIMA CE CBDBP3IBAT C NEHEHHETO ¢ JYTACTEPU
(BKTIOUMTENIHO MOHOTEPANHA M KOMOHHAUMA ¢ TAMCYA03HR), Tean Hexenanu cuBaTHS MOXe fa
TIEPCUCTUPAT CIIE]l IPEYCTAHOBABAHE Ha JIeueHHETO. Pongra Ha myTacTepull O OTHOLIEHUE Ha TOBA
MEePCUCTHPAHE HE © HIACHEHA.

" BrmiodBa Hamanasade Ha ofema Ha criepMara.

APYTH JAHHH

IIpoyysasero REDUCE nokaiea no-g#coka uectora Ha Gleason 8-10 kapiuHOMy Ha pocTaTaTa npu
MBXETE, JIEKYBAHHU ¢ OYTACTEPHA B cpagHenye ¢ mnanebo (Bx. Touku 4.4 u 5.1). He e veratioseno
nany eGexThT Ha AYTacTepuy 33 HaManspane ofeMa Ha NPOCTATATA WIM CBEP3AHK C POYHBAHETO

thaKTopu Ca NOBIHAAM BEPXY PE3YNTATHTE B TOBA NPOYUBAHE.

CnefnoTo e 10KaABaH0 B KIIMHHGHM H3(IMTBAHHA M NOCTMAPKETHHIOBA YNOTpeDa: KapLMHOM Ha
rBpPAATA IPH MBXKE (B, Touka 4.4).

HOCTMapKeTHHI‘OBH JatHHH

Hesxenauvre ¢x6urig oT NOCTMAPKETHHYOBOTO HalniofeHue B LeTHA CBAT Ca YCTAHOBEHH OT
CNOHTAHHHN NOCTMAPKETHHIOBH NOKITAAH, [TOPaAK KOSTO HeCTOTATA HE € H3BEeCTHA.

Hymacmepuo
Hapyutenua Ha nMyHHaTa cuctema
C HeH3IBECTHA YeCToTa: AJ'IepI‘H'-lHH pCaKly, BKNIYHTETHO OGpHB, YPTHKapua, TOKaTU3INPaH OTOK N

AHrnoeaemMm.

[Teuxuynn HApyIICHIHA
C HemspecTHa yectoTa: Jenpecus

Hapymeuus Ha KOXATa U NOAKOXKHATA THKAH
Hewecn: Anoneuus (3aryfa Ha oKOCMABAHE, MABHO N0 TANOTO), XMIEPTPHX034.

Hapyimenus Ha BB3MPOU3BOARTENHATA CHCTEMA M FHPAATA
C HeM3BeCTHA yecToTa: bo/ka 1 NOAYBaHe HA TeCTHCUTE

Tameynozun
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o Bpeme HA NOCTMAPKETHHTOBOTO HAGIONEHNE CHOGIUCHNA 38 CHHAPOMA Ha HHTPAONEePATHBHO
aronnunns npuc (IFIS), BapuanT Ha CHHAPOMA HA THCHATA 3EHMLA, NPH ONEPATHBHO NEYEHNE Ha

KaTapaKTa, Ce CBBP3BAT ¢ aidiai-aAPeHOPEUEIITOPHUTE BHTArOHUCTH, BRITOYUTENHO TAMCYI03MH (B3,
TouKa 4.4).

Ocsex TOBa, BHB BPB3KA ¢ yNnoTpefaTa Ha TAMCYI103MH C& JOKTAARAHK NPEACHDAHO MBKIEHE,
APHTMUS, TAXWKAPIUA, IUCTIHES, eTMCTAKCHC, 3aMBITIEHO 3PSHHE, HAPYIISHHE Ha 3PEHUETO, epHTEMA
MyaTuQOpMe, eKCHONKUATHBEH IePMATHT, HAPYIUESHHS HA €AKY/IALMATA, DETPOTPAZHA EAKYALMS,
JTHNICA Ha eAKYAALMA M CyX0Ta B yeTara. YecToTara Ha chOMTHAT 1 PONATA Ha TAMCYIIO3MH 3a
TAXHOTO NPHUUHBABAHE HE MOTAT Aa OB/IAT ONPEENEenl ChC CHTYPHOCT.

CrobuiaBane Ha MONO3UPAHN HEXKENIAHK PEAKIUU

CrofiuaBateTo Ha NOAOIMPAHK HEXENAHN PEAKUHH CeA paspeluaBane 3a ynoTpeBa Ha TeXapCTBEHHS
npoIyKT e BaxHO. ToBa nossonsea Aa MpoAbIxKd HabNIOAEHHETO Ha CHOTHOWEHHETO NO/3a/PUCK 32
NEKAPCTBEHUA NpoAyKT. OT MEIHUHHCKHTE CTIELMATIMCTH CE H3KCKBA Ja ChoOuUIaRaT BCAKa
NOAO3IUPEHA HEME/IAHE PEAKIIHA UPe3 HALMOHATHA CHCTEMA 3a C’BOGLLI&B&HGZ

WianeanuTenta aredung no nexaperea (MAJT)
ya. damsan Upyes Ne 8

1303, rp. Codusn

P. Benrapus

Tem.: +359 2 8903 417

®axc: +359 2 8903 434

e-mail: bda@hbda.bg

yebcalit: www.bda.bg

4.9 Tlpenosupane

Hama Hanuuny nanHy 3a NPENOIHPAHE C AYTACTEPU/ TAMCY T036H. IIpEACTABEHATa TO-JIONY
TEBPACHNS OTPa3ABA HATMYHATA UHGOPMALIMA 38 OTASIHHTE CHCTABKH.

Hymacmepuo

Ipt nanuTBanms va Jo6pOBONLY Ca NPHIAraHy eNHOKPATHY THEBHM 03K AyTactepha a0 40 mg
AxenHo (B0 MeTH TepanesTHMHATA 1034) B MPOJBILKEHWE Ha 7 AlH 63 3HaunMK npoBneMu, CBLp3aHu
¢ 6ezonacHocTTa. [Ipy KIMHHSHUTE NPOYYBaHHA Ha YHACTHHLMTE Ca NPUNAFAHM JO3M OT $ mg
IHeBHO 3a § Meceua 63 TOMBAHHTEIHY HEXKE/AHN PEaKLIMY CIIPAMO HaGIofaBaHUTe Npy
TepanesTrhHK 203K 0T 0,5 mg. Hama cnenpduven aHTMIOT Ha AyTacTepu, NOpaad ToBa pH
fI0A03PEHUE 32 NPeAO3UpaHe TPA0BA Na €& HABHAYK NOAXOAAILO CHMITOMATHYHO H TOAXBPKATIO
JIEUCHHE,

Tamcynozun

Crofwasano e 0cTpo Npeno3upane ¢ 5 mg TaMcyNo3nH xuapoxsiopua. Habmogasaiu ca octpa
XHNOTOHKS (CHCTONMYHO KPLBHO Hajarake 70 mm Hg), noBphluate 1 AHaPHA, K Ca JeKyBaHH upes
32MECTBAHE HA TEYHOCTH KaTO MALMEHTET € U3MHCAH Oue chluud ned. IIpH ciyuaute Ha octpa
XUNOTOHHKA Cnef npeac3upare Tpadsa A& Ce OCHTYPH CHPAESUHO-CLAOBA NOMIPEKKA Ha MallMeHTa.
KpbBHOTO HassiraHe MOJKe 1a ¢ BB3CTAHOBH U CHPAEHHHAT PHTHM 14 C& HOPMATU3MPA C OCTABAHE

Ha TAUXEHTa B IETHAJIO NONOKEHYe. AKO TOBA HE [OMOMHE, MOTAT Ja €6 H3OA3BAT 2
obemo3aMecTHTENH M 1IpY HeoOXoAUMOCT Basonpecopr. TpaGea Aa ce npocnendsa 65
(GyHKuMA ¥ Ja ¢e npusiara oSUIONOANBPKALLO NeYeHHe. ManKko BEpOSTHO e ANanu3a
Th# KaTO TAMCYNIO3UMH € CBBP3aH BbB BUCOKA CTENEH ¢ IUIA3MEHHTE NPOTEHHN.
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3a 3abaBane Ha pe3opOumATa MOTAT /12 C& B3eMAT MEPKH KaTo NpeIW3BHKBaHE HA TIOBpBmane, TIpy
IPHEM Ha FONIEMM KONIM4ECTBA TEKAPCTBO MOKE A& CE HAlIPAaBH CTOMALIHA IPOMHUBKA M Aa Ce
TIPMAOKAT AKTHBEH BBIJIEH H OCMOTHYEH JIAKCATHR KATO HATPHES CYAQaT.

5.  ®APMAKOJIOI'MYHH CBOWCTBA

51 PapMakoAHHAMKYMHE CBOHCTBA

dapmakoTepanesTHYHa rpyna; Yposoruinn, Anda-aapesopeuentophu antarouucts, ATC xox;
GO4CAS2

AyTacTepH/TaMCYI03MH & KOMGHHALNA OT ABE ISKAPCTBA: AYTACTEPH, ABOEH MHXHOHTOD Ha $
o-penykrazara (5 APH) u TaMeysnosuH XHAPOXIIOPHA, aHTArGHHCT Ha 01z U (1 ANPEHOPELENTOPY.
Tean nexapcTBa MMaT TOMBIBALIM CE MEXRHMIMH Ha AeHCTBHE, KOUTO Obp30 nosobpsasar
CHMITOMHTE, [TOTOKA HA ypPHHATa M HAMANABAT PHCKA OT OCTPA 3anpbika Ha ypuHata (O3V) u
HeoOX0AUMOCTTa OT onepaTsHa Hameca 3a JIIX.

Hyractepun uHXUOUPa KAKTO THII 1, Taxa ¥ THR 2 H30EH3UMHTE Ha 5 anda-peNyKTasaTa, KOUTO
OTrOBaPAT 38 NMPEBPBINAHETO HA TECTOCTEPOHA B AHxHApoTecTocTepo (X T). IXT € ocHOBHUST
aHApOreH, OTrOBOpPeH 3d HAPACTBAHETO Ha NpocTaTa u passuTHeTo Ha JITIX. Tamcynosun unxubupa
W13 M Giq AJPEHEPTHYHHTE PELENTOPH B INAJIKHTE MYCKYIH Ha TIPOCTATHATA CTPOMA ¥ B IMHKaTa Ha
MHKouHMA Mexyp. [pubnuzuTenso 75% oT ay~peuenTopuTe B NpocTaTaTa ca OT Cy6THN dia

Hpunoocenue na dymacmepud 30e0H0 ¢ MAMCYA03UN

HPEJICTaBEH[dTC No-Rony AgGHHM OTPa3ApaT HallH4uHaATa uchopMauua 34 NeMeHue ¢ Ipuitarale Ha
AyTacTepHd 38CAHO ¢ TAMCYJI03HH.

Hyracrepun 0,5 mg/nuesto (n = 1 623), tameynosud 0,4 mg/anesso (n =1 611) wins komGyHaLU OT
Hyracyepun 0,5 mg rmoc Tameynosus 0,4 mg (n = 1 610) ca oteHeHy npu Mbxe ¢ YMEPEHO TEIKKA
no Texka cuMrromataka Ha JANX ¢ oGem Ha npocrarara >30 ml 1 croiiHocTn Ha PSA B rpaxnumTe
or 1,5 ~ 10 ng/ml & 4-rogHIHO MHOTOLEHTPOBO, MYATHHALKMOHAIHO, PAHAOMHIMPAHO, ABOHHOCIATIO
uinuTeaHe B napaneauy rpynH. Ipubausurenno 53% ot yyacthuuuMre ca 61unu nexysadH s
MEHRNIOTO ¢ HHXMOKTOP Ha S-anda peaykrazara wiM anda -aApeHOPeLEnTOPEH AHTArOHMCT.
Hepeuunara xpaiina Touxa 3a eHUKACHOCT PE3 MLPBATE 2 FOAHHM OT AEYEHHETO € BHna NpoMaHa B
cbopa o International Prostate Symptom Score (IPSS) - Mexaynaponen Benpocsuk 3a
[IpocraTnata CHMnTOMaTHER, 8~TOUKOBa CHCTEMa, OcHOBaBawa ce Ha AUA-SI ¢ nonsasurenes
BB{IPOC 38 KAYECTROTO HA HHUBOT.

Bropiusute kpaitHu ToukH 33 ePHKACHOCT Npe3 2-Te FOIKHH ¢ BIITIOYBANK CKOPOCT HA BBPXOBHS
yputieH 1oToK {Qmax) ¥ 0OeMa Ha npoctarara. KomGusauuara e nocTHrHana asausmocr 3a IPSS or
Mecen 3 B cpasuenne ¢ qyractepun u ot Mecen 9 B cpasserne ¢ TaMcyno3nH, 3a Qmax
KOMOVHALIMATA € OCTHTHANA 3HAUMMOCT OT Mecel 6 B cpaBHeHNe C TyTACTEPU]] U TAMCYJIO3HH.

¥

KomGHHKPaHETO HA AYTACTEPHA M TAMCYIO3MH OCHTYPABA NO-TONAMO TTOAOGPEHHE HA CHMITTOMHTE B
CPaBHEHME C BCAKA OT CHCTABKHMTE, NIPUIIOKEHA caMocToaTenHO. Ches 2 NoAHHH NeYEHNE
KOMOHHMpaHATA TEPANHA € N0Ka3ala CTATHCTHUECKO 3HAUMMO CPEHO NOA0BpeHNe Ha PE3yITaTUTE
0T ¢6opOBETE Ha CHMITOMHTE CIIPAMO K3XOAHATA CTOHHOCT ¢ -6,2 eUMHHLM.

TAMCYN03HH. Kopurupadoto cpeato ogodpenne va BPH Impact Index (BII) or u3
CTOHHOCTH € -2,] eIMHHNY 33 €HOBPEMEHHATA Tepanus, -1,7 3a RyTacTepun u -1,5
Tesu nogo6penns B CKOPOCTTA Ha YPHHHHA 1tOTOK # BII ca cTaTHCTHYECKM 3HaUMM
KOMOWHUPaHATA TEPANKA B CPABHEHME C MOHOTEPAIINA C KOETO H 1 € OT JBETE NeKd
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Hamanennero na obups npocratel obeM 1 obema Ha MPEXOAHATA 30Ha Ce/l 2 FOAHHH JIeUeHHE e
CTATHCTAYECKH 3HAUUMO 38 KOMOHHUPAHATA TEPANUA B CPABHEHHE C MOHOTEDANNA ¢ TAMCYJIO3UH.

TInpBuyHata kpaiina uen 3a ehukacHOCT NpM 4-TOMUIHO TedeHue e Gia BpeMeTo 0 RbPEHA Cayvail
Ha O3V unu xupypriuna Hameca, cebpzana ¢ JIIX. Cren 4-roamno nedenne, koMGHHHpanaTa
TEPAnHA CTATHCTMYECKH 3HAUHMO HamansaBa pucka ot O3Y unu xupypruuxa Hameca, CBBP3aHa ¢
ATIX (65,8% namanenne Ha pucka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHeHue ¢ MOHOTEpanMs
¢ TaMeystozud. Ciyuaute va O3Y unn xupypruusa Hameca, cebp3ana ¢ JITIX no Fopuna 4 ca 6uan
4,2% npy xoMbuHnpanata Tepanus 4 11,9% 3a TaMmcynoans (p<0,001). B cpasrenue ¢ MonoTepania
€ iyTacTeprl, KoMOMHUpaHATa Tepanus HaMaasa picka oT O3Y uax XHpypriuHa HaMeca, CBbP3aHa
¢ AIX ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%)). Cnyuaure ua O3Y unu Xupypruyna Hamecs,
cebp3ana ¢ 11X no lopuna 4 ca 5,2% 3a nyracrepua.

Bropuynute kpaisy teny 3a eQUKACHOCT cnell 4~rOAMIIHO NeUeHHE ca BKIOYBAIM BpeMe 10
KIMHW4HA nporpecus (aeduuupana karo CeBKyntoct oT: IPSS rnowasare ¢ 24 Touky, eyqay Ha
O3V, cawpsao ¢ JIX, HHKoNTHHEHIMA, MEEKLMA HA TukouHuTe myTHwa (UTD) u 6u6peuna
HEJOCTATBYHOCT), fipomsHa B Intemational Prostate Symptom Score (IPSS), ckopocT Ha BEpxoBHS
ypHHeH noToK (Qmax) ¥ 00em Ha npoctatata, IPSS e 8-roukosa cucTema, ochopaBama ce na AUA-SI
¢ ZOMBJAHATENEH BLIPOC 32 KAYECTBOTO HA XMBOT. PesynTtatute ciesl 4-roAMINHO Je4YeHue ca
NPENCTABEHU NO-TOMY:

IapameTsp Mowmenr B8LB BpeMeTo Komb6upanus) yracrepual Tamcynosus

03V unu Yecrota B Mecen, 48 4.2 5,2 11,9a

XHPYpruyHa Hameca,

cpunzana o JTIX (%)

Knunuuna nporpecus* (%) | Mecey 48 12,6 17,8b 21,5a

IPSS (eaunuun) [M3xonsa cTolinoct) [16,6] (16,41 [16.,4]
Mecen 48 (pomsaHa oT -6,3 -5,3b -3,8%
H3XOIHATA CTOHHOCT)

Qumax (ml/sec) [M3xoaua cToliHocT] (10,9 (10,61 . [10,7}
Mecew 48 (npoMaHa OT 2.4 2,0 0,7a
H3XoaHaTa CTOHHOCT)

O6em Ha npocTaTara (ml) [Maxoama croiiroct] [54,7) [54,6] [55,8)
Meceuy 48 (npomana ot 27,3 -28,0 +4,6a
H3XOIHATA CTOHHOCT)

O6em Ha npexoauara soua | [MaxoaHa cToitHoct] (27,7 {30,3] {30,5]

Ha npocTtarara {mly# Mecen 48 (npomaua or -17.9 -26,5 18,2a
H3X0HATa CTOHHOCT)

WMHneke Ha BIUsHUE Ha [H3xoana croiitoct] [5.3] [5,3] [5,3]

JIIX Mecew 48 (npomsana ot 22,2 -1,8b -1,2a

(BII) {eaumius) H3XOOHATA CTOWHOCT)

IPSS Benpoc 8 [M3xoana croitnoct) [3,6) [3,6] 13,61

(3apasen cTatyc, cBbp3ad ¢ | Mecen 48 (npoMaua ot -1,5 -1,3b -1,1a

ATIX) (emunnum) H3IXOIHATA CTOHHOCT)

Haxopnure cTORHOCTH ca CPeIHM CTOHHOCTH U POMEHH OT H3XOJHHTE CA KOPUrHp
MPOMEHU.
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# Hamepen na m36pann Mecra (13% ot paHIOMHM3HPAHKTE (AUHEHTH)
a. KomBunauuara e nocturnana suaunmoct (p<0,001) cnpamo Tamcynosun npes Mecew 48
6. KomGunaumara ¢ nocruruana suasumoct {p<0,001) cnpamo ayractepun npes Mecen 48

Lymacmepuod

B tpu aByroauiutn MHOrOLEHTPOBH, MHOTOHALMOHATHH, KOHTPOTMPAHRHE C fLTaLed0 AROHHOCTENH
KAHHHYHH H3NHTBAHKA 32 OLieHKa Ha epuKACHOCTTA ¢a cpaBHsiBaHu Aytactepua 0,5 mg AHEBHO MM
rsaneGo npu 4 325 Muike ¢ yMEPEHO TeXKA 40 Texka cuMATOMaTHKa Ha JITIX, ¢ ofem Ha npocTaTaTa
=30 ml u crofinoct Ha PSA B 1uanasona 1,5 — 10 ng/ml. BriocneneTaue re3d H3nuTBaums ca
MPOAB/LKUIH C OTBOPEHO NPOABILKEHHE 10 4 TOAHHY NPK BCHUKH MalUEHTH, KOUTO Ca OCTAHANY B
Npoy48aHETO K Ca NpHeMany cbuaTa ao03a ayracrepun 0,5 mg. 37% or mepeonayanyo
panHaoMU3NpaRUTE Ha ialeto nauuenty 4 40% OT nauneHTHTe, PAHIOMHIMPAHY Ha AYTACTEpHI, ¢a
OCTaHalW B MPOYHBAHETO 34 4 rofit. [lo-roama yacT (71%) or 2 340 yuacTHHLUM B OTBOPEHOTO
NPOALLKEHYE Ca 3ABBPIIWIH ABETE AOTIBMTHUTENHH TOAMHHE HA OTBOPEHO NIEUEHME.

Haii-pasksure mapaMeTpH 3a KIHHHHHA eduxacHocT ca unn CUMNTOMATHYEH BHAEKC Ha
AMepuUKaHCKatTa yponorsyHa acounanys (American Urological Association Symptom Index, AUA-
SI), Bupxosus ypHuer NOTOK {Qumex) 1 YECTOTATA HA OCTPO 3ANBDKAHE HA YPHHA H XHPYPrHUEcKa
HaMeca, cesp3ana ¢ 11X,

AUA-SI npencrasisBa 7-ToukoB BENPOCHHK 3a JTTX-cBup3aHata cHMITOMATHKa. MakcHMATHMST
cBop e 35. Cpennyat usxonen cGop e 6un npubamsurento 17. Cnen 6 Mecena, eHa 1 IBE FOAMHM Ha
JleueHMe, NALMEHTUTE B rpynata Ha naauedo ca umanu cpeaue nogobperne che choTBeTHO 2,5: 2,5 1
2,3 Toukm, JOKATO B IPYNATA Ha AyTacTepun noaobpeHueTo e Suio croTreTHO ¢ 3,2; 3,8 u 4,5 ToukH.
Paznuxare Mexny rpynure ca craTHeTH4eCKH sHaunmi. [Tono6pennero no AUA-SI, naBmogasano
Npe3 IBPBUTE [ABE FOAKHH OT ABOHHOCAANO NevieHye, € NPOALILKUI0 H 10 BPEME Ha BeTe
HONBIHKTENHH [OAHHY Ha OTBOPEHOTO YIBMKABAHE HA NPOYYBAHUATA.

Qmex (MaxcuManen ypunes nebur)

Cpenxuat usxones Quex B poyuBanugTa & 6un npubanzurento 10 m/sec (HopmaneH Qumax

=15 mV/sec). Cresi efiHa ¥ IBe FOAKHH NIEHSHHE CKOPOCTTA HA MAKCHMANHHS YpUHen nefuT B rpynata
Ha rauebo e Gyna nonoGpena croteetHo ¢ 0,8 1 0,9 ml/sec, a B rpynara Ha JyTacrepui - CLOTBETHO
¢ 1,7u 2,0 mi/sec, Pasnukara Memxay rpynure € 6u1a CTATHCTHYECKM 3HAYMMA 33 MECEMTE OT 1 10
24. ToRKINABAHETO HA CKOPOCTTA Ha MAKCUMANHHs ypyHeH ne6ut, HabmolasaHo npes nspeuTe 2
TOAMHY HA JBOMHOCIANOTO NeYeH e, € NPOJBDKUAD v NIPE3 ABeTe AOMBINUTENHY [OAMHY Ha
OTROPEHO [PICIEARBANHE.

Octpo 3aabpixane Ha yPHHA B XMPYPrHYECKA HAMECA:

Cnen AByromuiiiHo JieueHHe YECTOTATA HA CyUauTe C 0CTPO 3aXbPIKAHE HA ypHHa € 4,2 % B rpynata
Ha njtauebo cnipamo 1,8 % B rpynata Ha gytacrepun (57% Hamanenue Ha prcka). Tazu pasnuxa e
CTATUCTHYECKH 3HAYUMA M 03HAYABA, Ye 3a Ma ce u3berne eaun cnyvai na O3Y tpadea na ce nekysar
42 naunenty (95% CI 30-73) B Npoab/ikeHHE HA ABE I'OIMHM,

Yecrorara Ha cawpaanata ¢ JITX xupypruuna Hameca cien fiBe roauuu ¢ 6una 4,1% & rpynata Ha
nuauebo u 2,2% B rpynara Ba gyracrepun (48% Hamaneuue Ha pucka). Tazu pasnuke e
CTATHCTHYECKH JHAYMMA M O3HA4ABA, Ye 3a Aa ce u3berHe e[MH cy4ail Ha XHpYpruuHa HaMeca
TpaGBa 2a ce nexypar 51 nauuentu (95% CI 33-109) 8 npoabmxeHHe Ha /iBe TOIMHM.

Paanpe,uenemie Ha OKOCMABAHCTO

EeKTHT Ha AyTacTepua BLPXY pasnpeacNeHHeTo Ha OKOCMABAHETO HE & othuuu
speme Ha thasa III nporpaMara, obade, HHxrGUTOpHUTE Ha 5 Apa-penyxTazaTa MO
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2aryfara Ha KOCa M a MHIyUMDAT PacTeka H NPH JINLA © MBIKKH TUI 3aryGa Ha koca (MbkKa
anApOreHHa afoneLus).

TupouaHa hyHKIHA

Tuponzanata GyHKIHA € OlCHEHA B €JHOTOJUIIHO TPOY4BAHE NIPY 34pasu Mbxe, Hupara Ha
c8060aHAA THPOKCHH ca CTabUIIHK NO BpEMe HA ieHeHHeTo ¢ AyTACTEPHH, HO HiBaTa Ha TSH ca nexo
nosuweny (¢ 0,4 MCIU/mI) B cpastierue ¢ nnauefo B kpad Ha €AHOrOIMUIHOTO Nevenne, Thit karo
TSH uusata ca papuabuntu, Meananara va TSH crotinocrs (1,4 - 1,9 MCIU/ml) ocragar B
pedepedTu rpasuum (0,5 - 5/6 MCIU/ml), supara Ha c8oGoHUA THPOKCHH ca CTAGHITHH B
pedepeHTHI rpanHy 1 ca noaobHM 3a Nnanedo | NeUSHUETO ¢ Ly TAcTepu, pomenure npu TSH He
CE CUHTAT 32 KIMHMYHO 3HaYMMH. Hama okasatencrsa oT BCHUKH KIKMHUYHK NPOYYBAHMA, 4
AYTACTEPH]I [IOBIHABA HETATHBHO TMPOWIHATA PYHKLIHA.

HoeooGpasyeanud Ha mieuHara xiesa

B asyroauunny KAMHHYHYE H3MMTRAHMS, ocHTypaBauii 3 374 nalMesT-roAMHE eKCHO3MIHA KM
RYTacTepHa, ¥ 110 BpeMe HA PEFMCTPALIMATA B ABYTOAULIHOTO OTBOPEHO POAB/LKEHHE, Ca
AOKIIafBaky 2 clyyas HA KAPUMHOM HA MHPAATA NP MbiKe TIPH NaUHEHTHTE, IEKYBAKY C IyTACTePUL,
1 1 ciyvail nipu nauvenT wa nanebo. B 4 romumurnnte npoyusauns CombAT n REDUCE,
ocurypsasay 17 489 nauneHT-roauHR excno3nims kbm Jytactepun M S 027 nanHeuT-roausu
SKCTO3ULMA KbM KOMOHHALMATA JYTACTEPHA M TAMCYNO3UH, HAMA JOKAANBAHH CTYYAH HA KapLHHOM
Ha CbpUaTa B TPETHPAHHTE IPYIIH.

JiBe cnyuaji-kOHTPONHPaHK eNUIEMHMOTOrHYHH (IPOYUBaHIA, eQHOTO nposeaeHo B CALL (=339
Cly4as Ha KApUMHOM Ha repaata 1 n=6 780 kohTponu) u Apyro B Ga3aTa aHHM Ha 30paBeonaiBaHeTo
Ha BenuxoGpuranns (n=398 ciayuas Ha KapuMHOM Ha rupaaTa M n=3 930 KOHTPONK), HE MOKA3BAT
yBEIH4aRaHE HA PHCK2 OT Pa3BUTHE HAa KAPIMHOM HA IbPAaTa NPU MbIKE, CBBP3aH ¢ yioTpe6arta Ha 5
ARIs (B, TOuka 4.4),

Peaynrarure OT bpBOTO IPOYHBAHE HE YCTAHOBABAT {I0IOMHTE/IHA BPH3KA 32 KAPLMHOM Ha IbpHaTa
NpH MBXe (PenaTHBeH PHCK NpH yrioTpeba >1 roauHa Npesu IMAFHOCTHUMPAHETO HA KAPLHOM Ha
rbpAarTa B cpasHerue ¢ ynorpeba< | roauna: 0,70: 95% CI10,34; 1,45). [Tpu propoto npoyusane,
NpUGIH3MTENHOTO CHOTHOILIEHHE HA BIAHCOBETE 32 KapLIMHOM Ha Mbp/ATa, CBBp3aH ¢ ynorpebara Ha 5
ARIs B cpasaenye ¢ 1HncaTa Ha ynotpeGa e 1,08: 95% C1 0,62; 1,87).

TIpyy¥HHO-CIEACTBEHA BPB3KA MEXKAY YECTOTATa HA KAPLIMHOMA Ha FHPIATA NPH MbKE U
NPOARDKUTENHATA YoTpeDa Ha AYTaCTEPUA HE € YCTAHOBSHA,

ToBnussane Ha MBXKHA GepTHNHTET

Edexrure na nyractepun, npunaras s ao3a 0,5 mg/aHeBHO, BBPXY XapaKTePHCTHKWTE Ha CliEpmara
CaA OUEHABAHM NpH 3apasyu AOoOPOROMIK Ha Bh3pacT mexgty 18 u 52 roauny (27, npyeManmiu
ayractepus u 23 nnaue6o), B NpoabokeHHe Ha 52 ceAMALM U 24 CeIMULA TOMBIHATEIHO
npocnesBane caea ieuennero. Ha 52-ta ceqminua € HabiiogaBaHo CpeaHO MPOUEHTHO HAMANSBaHE
CIIpAMO H3XOAHMTE Ha 00uids Opoit cnepmaTozonam, obeMa Ha CHEPMATA H HA [TOABHKHOCTTA Ha
CrIepMaTO30MaANTe - CHOTBETHO 23%, 26% u 18% B rpynata, npuemaiua aytactepul, ciea
KOPHTHpaHe CIPAMO OTKJIOHEHUATA OT HIXOAHHTE CTOHHOCTH NPy IpyNaTa, NpHemalla nniauebo,
Konuenrpauusara u mopdionorusara Ha ¢repMara He ca nosanauy, Cnen 24-Te ceqMHLM Ha
NPOCNEABAHETS, CPEAHATA TPOUEHTHA NPOMAHA B 06LIMA Opoii HA CIEPMATO3OHINTE NpU rpynara,
npuHeMana IyTacTeprl, ocrasa ¢ 23% no-Hucka oT W3X0AHaTa, JOKATO CPEAHHUTE CTOH
BCHYKH NapaMETPH NIpe3 UAN0TO BpeMe OCTABAT B pediepeHTHH [PaHHLUYU U He JOCTH
NpeBAPHTENHO OfNPEICNeHUTE KPHTEPHH 32 KITHHHUHO 3Hayuma npoMsna (30%),
MBXETE, NPHEMATH AYTaCTepHA, OPOAT Ha CEPMATO30HIHTE € HAMATAI NToBEYe
C M3XOAHMA, Ha 52-Ta ceAMHLA H HACTHHUHO CE € BL3CTAHOBHN HA 24-Ta cenMuLa
npocienssaHe. Be3sMOXHOCTTA 32 HAMAJIABAHE HA MBKKUA HEPTHIMTET HE MOXKe

15



ChpaeqHO-CBROBH HEXENaHH peaklum

B enquo 4-rogmuno npoyusane npy JIIX ¢ gyractepui B KoMGHHALMA ¢ TAMCYA03HH NpH 4 844
mene (npoyusanero CombAT) yectoraTa Ha KOMOHHUPAHHUS TEPMUH CHPASHHA HEAOCTATHUHOCT B
rpynara, npuemaina xomObunannara (14/1 610, 0,9%) e 6runa no-sucoka, OTKOIKOTO B KOSTO M 114 € OT
rpynute Ha MOHOTepanus: xyracrepua, (4/1 623, 0,2%) u Tamcynosus, (10/1 611, 0,6%).

B otaentio 4-roaumto npoyusane npy 8 231 Mbixe Ha Be3pact ot 50 o 75, ¢ npeauiecTrama
HeraTugHa GHORCHA 32 KapLHHOM Ha IPOCTATATA W M3XOHH CTOMHOCTH Ha PSA mexay 2,5 ng/ml u
10,0 ng/ml nipu MBaere Ha #p3pact or 50 1o 60 roguuy, unu 3 ng/ml u 10,0 ng/m) npu Mexere Ha
BB3pact Hap 60 rogutH (npoyusasero REDUCE), yectoTara Ha kOMOHHHpAHHA TEPMHH ChpAEUHA
HEIOCTATRYHOCT € NO-BHCOKA APH yYacTHULMTE, NpreMau ayracrepua 0,5 mg seansx JHeBHO
(30/4 105, 0,7%), oTKOAKOTO NPH YYRCTHULMTE, NMpHeMmawum nnauebo (16/4 126, 0,4%). Post-hoc
aHaK3 HA TOBA& MpPaY4YBaHe NOKA3BA M10-BUCOKA YECTOTA HA KOMOMHUPAHHS TEPMHH ChpJeHHa
HEJOCTaTLHHOCT IPH YHaCTHHIMTE, IPHEMALUN ¢NHOBPEMEHHO LY TACTEPUL U althar-
anpenopeteniToped antarodxer (12/1 152, 1,0%), B cpaBHeHMe ¢ y4aCTHHLHTE, IPHEMAILH
myracrepun 6e3 andai-arpenopenenToped anTaroHuct (18/2 953, 0,6%), nnauebo # anda;-
aapeHopeenToper aHtaroHHet (1/1 399, <0,1%), wnu nnaueo Ges anda;-aapenopeusnropen
aHTtaronucr (15/2 727, 0,6%).

B enun meta-ananus ot 12 pansoMusupaHy, niaueGo- uiy KOMNApaTop-KOHTPOIKPAHH KIHHHTHH
npoyusaius (n=18 802), otieHsBaLIH PUCKOBETE OT NOABA HA CHPAEYHO-CBAOBK HEKENAHH PEaKIMH
npu ynorpebata Ha AyTacTepH (4pe3 CpABHEHHE ¢ KOHTPOITH), He €4 YCTAHOBEHH MOCTEA0BaTeNHH
CTATHCTHUYECKH IHAHUMH NOKAUBAHKA Ha PUCKA OT cbpagyHa HepocTaThusiocT {RR 1,05; 95% C1
0,71; 1,57), ocTep mMuokapaen uudapkt (RR 1,00; 95% C10,77;1,30) uart uneynt (RR 1,20; 95% CI
0,88;

1,64).

KapHHHOM Ha rpocTarara H BHCOKOCTENCHHH TYMODU

B eano 4-roaunuiko cpasuenue Ha nianebo u gyractepun npu 8 231 mexke Ha Bhapact ot 50 g0 75, ¢
NpeecTBALLE HeTaTHEHR OHOTICHA 3a KAPLIKHOM HA TIPOCTATATA M H3XOAHK CTOHHOCTH Ha PSA
Mexay 2,5 ng/mi 1 10,0 ng/ml npu muxere Ha Bu3pacT ot 50 Ao 60 roguuy, wiu 3 ng/ml v

10,0 ng/mi npy mEskeTe Ha BL3pacT Hag 60 roguun (npoyusaneto REDUCE), 6 706 yuacThHIM ca ¢
HAIMYHHA JaHHU OT THHKOHIIeHa GHONCHI Ha npocTaTaTa (NpeauMuo OHOTICHH 10 NPOTOKONA Ha
NPOYYBAHETO) 32 aHAIM3 38 onpejeasne Ha Gleason cGoposete. 1 517 nuua ca AHarHocTRUMpPauM ¢
KapUMHOM Ha [POCTaTaTa B NpoYyYBaHeTO, BoMIUHCTBOTO OT YCTaHOBEHHTE Upes GHonCHA

KapUMHOMHM HA NPOCTaTaTa B A8€TE TPETUPAHHU FPYIH ¢ JUATHOCTHIMPAHH KATO HUCKOCTETIEHHH
(Gleason 5-6, 70%,).

Ycranoeena € no-Brcoka yecTora Ha Gleason 8-10 xapuvHOMY Ha NPOCTATaTa NpH rpynaTa Ha
ayracrepus (=29, 0,9%), cpasHesa ¢ rpynara Ha nnaueGo (n=19, 0,6%) (p=0,15). B rogunm 1-2,
Opoat na nuuata ¢ Gleason 8-10 kapunnAomu € cxoneH npu rpynard Ha gyracrepus (n=17, 0,5%) u
rpynata Ha nnanebo (n=18, 0,5%). B romunu 3-4, noseue Gleason 8-10 kapuutoMH ca
AHACHOCTUIMPAKK B Tpynata Ha ayracTepua (n=12, 0,5%) B cpaexenue c tanebo rpynara (n=1,
<0,1%) (p=0,0035}. Hama naauunn naHuy 3a edekra Ha NYTACTEpH] 34 NOBEHE OT 4 rOAMHY NIPH
MBIKE C PHCK OT KapLiiHOM Ha npocTaTaTa. JIpoLeHThT Ha YHacTHHUKTE, anarHoctduupani ¢ Gleason
8-10 xapuMHOMHK Ce 32112384 B TeHeHHE HA IEPUOAKTE OT BpeMe B npoyusareto (Foannu 1-2 1
l'oguyu 3-4) B rpynara Ha gyractepun (0,5% BB Beeku NepHOn OT BpeMe), AOKATO 1P
rpymnara, NPOLCHTHT Ha ydaCTHHHMTE, AMarHocTHIMpaHn ¢ Gleason 8-10 kapuuto
npes lloausu 3-4, otronkoto npes Fogusu 1-2 (<0,1% cpeuny 0,5%, ¢HOTBETHO)
Hsama passnivka B wectotata Ha Gleason 7-10 kapuunomure (p=0,81).
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B ONBAHHTENHOTO 2-TOAMIUHO NPOCIEASBAINO NPOYy4BaHe Ha usnursaneto REDUCE we ca
ycTanoBeHM HOBH ciiyyan Ha Gleason 8-10 xapuuHoMM Ha npocTaTara.

B eano 4-roaymuto npoyusatie npu AI1X (CombAT), Kpaeto HAMA 38ABIHKUTENRU CIIOPEL,
TPOTOKOAE GUOIICKM H BCHYKH JMAFHO3H HA KAPLMHOMA Ha NpocTaraTa ca Gasupany Ha GHoncHu
HIBBH MPOTOKONA (NPH HAIMYME Ha KIHHUMHY MHAVKALKY 32 6uoncus), npoLenTare Ha Gleason 8-10
kapupHoM ca (n=8, 0,5%) 3a ayracrepun, (n=11, 0,7%) 3a Tamcynozud u (n=5, 0,3%) 3a
KoMOMHUpaHaTa Tepanus.

HeTupu pasnuuum enuagMMonornyiiy, ToNMynaMoHHO-6a3MpaHi NPOYYBAHHS (8€ 0T KOHTO
Gazupany Ha ofuia nonynauus ot 174 895, enmo Ha norynavus ot 13 892 K eano wa nonynanus ot
38 058) nokazsar, ue ynotpedara Ha S-anda peayKTasHH HHXHORTOPH HE e CEbD3aHA ¢ NOARATA HA
BUCOKOCTeNIEHHY KapLHHOMH Ha NPOCTAaTaTa, HUTO ChC CMBPTHOCT OT KAPLMHOM HA (IPOCTATATA UM
ob11aTa CMBPTHOCT.

Bpuakara Mex1y IyTacTepHa H BUCOKOCTENEHEH KAPLIMHOM Ha POCTATATA HE € ACHA.
EgekTn BEpXY cekcyannata GyHKUNS:

Edexrnte Ha JyTacTepy/TaMCyNO3MH BEPXY CEKCyAIHATa QHHKLMA a8 OUEHEHH B ABOMHO-CIIATIO,
n1anefo-XOHTPOIHPAHO NPOYUBAHE [IPH CEKCYATHO akTHBHE MBbxe ¢ JITTX (n=243
AYTacCTepyA/TaMCyT031H, n=246 nnauebo). Craructiyecks 3Haunmo (p<0.001) mo-ronsmo
HaManABaHe {B0WABaHE) B CKOPA M CeKCYanH1s 3NpaBeH BLIPOCHHK 3a MEske ce HabaoAasa Ha 12-
uA Mecell B komOuHupanaTa rpyna. HamansBaueTo e CBBP3aH0 OCHOBHO ¢ BAOLIABAHE HA
SAKYNALMATA Y UANOCTHOTO YAOBNETBOPEHHE, OTKONKOTO Ha eAKYIAUMATA. Tesy eQekTH He
[OBNUABAT BB3NPHEMAHETO HA YHACTHHLUTE B H3MHTBAHETO 33 NYTACTEPHI/TAMCYJIO3HH, KOATO €
Ou/ia OUEHEHE CBC CTATHCTHHECKH 3HAYMMO 110-r0NAMA YOBIETEOPEHOCT N0 BPEME HA
POOBIDKHTENHOCTTA Ha UINHTBAHETO B cpaBHeHue ¢ inauebo (p<0.05). Ipu ToBa nanursasxe ce
NOABYRAT HeXKEJIaHH PEAKLMK B CEKCyanHaTa GYHKUMS 110 BpeMe Ha 12-MeceuHoTo JeueHHe U
npulnUINTENHO NONOBUHATA OT TAX OT3BY4aBaT B [IPOAB/KEHNHE Ha 6 Mecela e/l NeUeHHETO.

KomGunaumarta ayractepun/TaMcyno3HH H MOHOTEPANUATA C AYTACTEPUS MOMAT A4 NPEAUIBHKAT
HEXENAHY peaKilH B cekcyantata PyHKUMA (B, Touka 4.8).

Kaxto ce vabmosiapa 1 opH APYTH KIMHUYHH M30MTBaHMA, BKOumTento npu CombAT u REDUCE,
UECTOTATE HR HEENAHHTE PEAKLMH 10 OTHOIICHHE HA CEKCYAnHaTa QyHKIMA HAMAIRBA ¢ TEHEHHE Ha
BPEMETO NPH NPOABILDKATENHA TEPAITAs,

Tamcynozun

Tamcynosun nosMinaBa CKOPOCTTa Ha BBPXOBHA YpHHeH notok. Hamanssa ofctpyxumsta upes
OTITyCKaHe HA TIAAKHTE MYCKY/M Ha [1POCTaTa U ypeTpara, KaTo nosofpsea MHKIHOHHHWTE
cUMITOMH. Cbifl0 TAKE, TEKAPCTROTO NOACOPABA CHMNTOMMUTE HA CHXPAHEHME, 33 KOMTO BaXKHA PO/
Hrpae HecTabHAHOCTT2 Ha IIMKOUHMA Mexyp. Tean edeTH BbpXY CHMIITOMMTE, CBBP3aHM C NPecTOA
Ha YpHHATA U BEPXY MUKUMOHHKTE CHMITTOMH CE NOLIBPIKAT 110 BPEME Ha MPOLBIIKHTENHA TEPANUS.
HeobxonumocTTa OT XMPYpPruuHa Hameca UK KaTeTepu3alya 3HAUMTENHO ce 3a0aBsT.

ul-a.upeﬂopeuemopﬂme GHTAarOHUWCTH MOXKE Na NIOHYOKAT KPRBHOTO HAlATAHE "pe3 HaManapade Ha
nepHpepHara pesucTentHocT. He e HalniofaBaHo KIHHHYHO 3HAYHMO HaMa/ISBaHE HA KPLBHOTO
HAJIAraHe 1o BPEME Ha M3TMHTBAHAA ¢ TAMCYIIO3HH.

5.2 PapMaKoKAHETHYHH CBOHCTBA

Hemonctpupana e OMOEKBHBANGHTHOCT MY Ay TACTEPHA/TAMCYAO03HH U CBBM

Ha OyTacTepH H TAMCYJIO3HMH KalCYAH TOOTACITHO.
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IlpoBeseno e npoyusane 3a GHOBKBUBATEHTHOCT C EAHOKPATHA 038 HA IMARHO H CE/ XpaHeHe.
Ha6nionaeauo e 30% namanenne Ha Crax 32 CCTABKATA TAMCYAO3HH OT AYTACTEPHI/TAMCYIO3MH

Cllell XpaHeHe B CPARHEHHE ChC CTORHOCTHTE Ha ragHo, Xpanata Hama edext upxy AUC va
TAMCYJ/IO3HH.

AGcopbuus

Ryracrepun

Crnien nepopaneH npuem Ha e\HOKpaTHA 403a AyTacrepui 0,5 mg BpeMeTo A0 JocTMIaHe Ha
MAKCHMA/IHY KOHUEHTPaUYH Ha yTacTepH B cepyma € | a0 3 yaca. AGCONIOTHATA BMOHANKHYHOCT &
npubausiresno 60%. BHOHAIHYHOCTTA HA AYTACTEPH] HE Ce TIOBNHABA OT NPUEMA HA XPaHa.

Tamcynoaun

Tamcynosuu ce pesopupa oT 4pepHATa AHrABHLA H MMA NTOYTH IThIHA GHOHATMUHOCT, CKOPOCTTA |
crefieHTa Ha abcopbuunaTa Ha TaMcynosus HaMmanssar 30 MHBYTH cnen xpavere. EqHaksocT Ha
abcopbumaTa Moxe 1a e MOCTHIHE C TIPHEM OT MALMEHTA HA JYTACTEPH/TAMCYA0IHH Clies eIHO |
CBILO XpaneHe 3a fexs. TaMCya03MH NOKa3Ba MPONOPLMOHANHA Ha 103aTA NNa3MeHa eKCIIORNLIHA.

Cren npHeM Ha eAHOKPATHA 1032 TAMCYJIOHH Cllell XPaHeHe, I1a3MEHNTE KOHUEHTPALIHH Ha
TaMCYNO3HH CTABAT BEPXORH CJIEK OKONO 6 uaca, B PABHOBECHO ChCTORHHE, KOETO €& JOCTHTA Ha 5-usA
ZleH OT MHOTOKPaTHOTO 03MpAHE, CPEHATa PABHOBECHR Cmax IPH NALMEHTHTE € OKOJIO ABE-TPETH
0-BMCOKA OT JOCTHIHATATA CIEA €AHOKPATHA 1033, BBlIpexy ue ToBa e HaG/M0AaBAHO NMPH MALMEHTH
B CTapyecKa BbIpacT, ChIaTa HAX0AKA GU ¢ OUAKBANIA Y MIPH NO-MIAIN MALHeHTH.

Pasnpeneneune

Hyracrepnn

Hytactepun vma ronam obem Ha pasnpeaenenue (300 no 500 1) n pucoka cTenes Ha CEbP3BAHE ¢
nJiasMesute npotentu (>99,5%). Cnea npHeM Ha NHEBHA 032 CEPYMHHTE KOHLIEHTPALIHK HA
myractepua gocturar 65% or paBHopecHata (sfeady stafe) KoHueHTPaUMA ciies 1 Mecew 1
npubamsutensio 90% cnen 3 meceua.

PapHorecHu (steady state} cepymun koHuenTpanyn (Css) or npuSnusurento 40 ng/mi ce gocTHrar
citen 6-meceuen npueM Ha 0,5 mg BenHLXK NHEBHO. [IpeMUHABAHETO HA AYTACTEPUR OT CEpyMa B
cnepmarta e cpento 11,5%.

Tamcymo3ud
Tamcynosun e cebpaan B 99% ¢ mniasMeHuTe npotenty apu xopa. O6eMbT My Ha pasnpelne/enne e
Malrek (okono 0,21/kg).

buoTpancdopmayig

Hyractepun

Hytactepun ce meTaGoausmupa B ronsma crenes in vivo. In vitro gytactepus ce metabosiHanpa ot
wirroxponm P450 3A4 1 3AS 110 TpU MOHOXMAPOKCHITUPAHK METAOONNTH ¥ €AHH AHXMAPOKCHIHPAH
MeTabonuT.

Cnen niepopanen npueM Ha AyTacTepya 8 103a o7 0,5 mg JHEBHO 10 JOCTHIAHETO Ha PaBHOBECHA
xonuenTpaw, 1,0 % no 15,4 % (cpeano 5,4 %) oT npueTaTa 5034 Ce eKCKPETHPA BB
HeNMpOMeHeH ayTacTepul. OCTaHaTaTa 4acT ce eKCKpeTHpa BbS (eleca noa popmar
merabonuta, mpeacrasassamy 39%, 21%, 7% u 7% cpbp3aHm ¢ IEKapCTBOTO Beuy
6 sropocrenieHHn Metabonuta (Beexy NpencTaBnaBam no-Manko ot 5%). B ypuu
YCTAHOBABAT CAMO CIEIH OT HENpPOMeHeH nyractepus (mo-Manko ot 0,1% ot pos

18



Tamcynozun

He ce naniogasa enaHTHOMETPHYHA GHOKOHBEPCHS OT TAMCYJIO3MH XMAPOXIOPHA [R(-) H3oMep] B
S(+) usomep npu xopata. TaMCYTO3MH XMAPOXNOPHA ce MeTaGoNM3Kpa B rONsMa CTENEH 0T
uToxpom P450 enzumuTe B yepnns ApoS M no-Manko ot 10% ot n03aTa ce ekcKpeTHpa
HETNpOMEHeHa B ypuHata. Buipexn ToRa, hapmakoKUHETUYHHAT podma Ha MeTabomHTHTe IPH
XOpaTa He € yctraHoseH. Pesyntarute in vitro noxassar, yve CYP3A4 u CYP2D6 yuacTrar »
metalokaMa Ha TAMCYIIO3RH, KaTO B MAJIKa CTeNeH ydacTsat K Apyrd CYP HioeH3sHMH.
HuxubupareTo Ha eH3MMUTE Ha YepHOAPOGHUL MeTaBOAKYLM MOXKE /1a JOBEAE 40 NOBMIEHA
EKCTIO3HLIMA HA TAMCYNO3MH (K. TOUKH 4.4 1 4.5). MeTabonuTuTe Ha TAMCYIO3MH XHAPOXIOPHS C&
KOHIOTHPAT B TojifiMa CTeNeH A0 MNTIOKYPOHKA Mitk cyndar npeau 6s0peynara ekckperms.

EnuMusmpase

Hyracrepun

EnumuHupaneTo Ha gyTacTepui € 10303a8BHCHMO H NPOLECHT HIMMIEKIA CE ONMCBA ¢ ABA YCIOpeAHU
BT HA CAMMMHHDAHE — eAHHUAT C HACHINAHE B KIMHUYHO PeJIEBAHTHU KOHLEHTPALIMH, a APYTHAT —
0e3 HacHitaue.

Tlpy HHCKY cepyMHH KOHUCHTpaiMK (10-Manko oT 3 ng/ml) ayractepua ce enMURMpaT GEP30,
KaKTO f10 34BHCHM OT KOHLEHTPALKATE 1HT HA S/IMMHHHPANE, TAKA H 110 HE3ABUCHM OT
KOHUEGHTPALMATA BT Ha elIHMHHNpaHe. EqHOKpaTHH 1031 OT 5 mg Wik no-Manky NoKa3eaT
obeKTHBHH [laHHH 38 OBP3 KIHPEHC I KPATKO BPEME HA TIONYXKKBOT OT 3 10 9 AHH.

B TepaneBTHUHN KOHLISHTPALIMH Cle/{ MHOTOKPATEH npueM Ha 0,5 mg aHeBHO no-GaBHuAT, NUHeeH
BT HA €NMMUBUPAHE € JOMHHKPAIL, 4 BPEMETO Ha NOMYKUBOT e NpubauznTenuo 3-5 ceqmunm.

Tamcyrozun
‘Tamcy/1034n ¥ HEroBHTE METAGOIIHTH Ce eKCKPETHPAT [IaBHO C YpHHEATA KaTo okono 9% or fosara e
nop (bopMaTa Ha HEMPOMEHEHO AKTHBHO BELIECTRO,

Cren ¥HTPaBEHO3HO H IEPOPATHO NPMAOKEHHE Ha opMaTa ¢ He3aGarHO OcBoBOK/IaBaHE BPEMETO
Ha ROAY>HBOT Ha TAMCYNIO3MH B NJ1a3MaTa e B paMmkuTe Ha 5 g0 7 uaca. [Topaau crened na
pesopBums-koHTponMpana GapMaKOKUHETHKA ¢ TARMCYAO3HH KanCyH ¢ H3IMEHEHO O0cBOGOKIABAHE,
SBHOTO BpeMe HA [ONYXUBOT Ha TAMCYJIO3HH C/IeR XpaHeHe e okono 10 yaca v B paBHOBECHO
CBLCTOAHME € OKOJIO 13 4aca.

TauueHTH B CTAPYECKA BR3PACT

Jyracrepun

DapMakOKHHETHKATA Ha ZyTaCTCPH € OLIEHEHA C1e/) NPUIOIKEHHE Ha eJHOKPATHA 5032 AYTACTEPH
5 mg npu 36 3apaBu MBbxe Ha BBE3pacT Mexay 24 1 87 roauuu. He e HabmoaaBaHo 3HAYMMO BIMIHUE
Ha BB3paCTTa BbPXY eKCTIO3MLNATA HA AYTACTEPHA, HO MPH MBKeTe o 50-roasmua Be3pact
BPEMETO Ha NONYKHBOT € GUT0 ro-kpatko. FlpH cpaBHeHne Mexy DalMeHTy Ha Bb3pacT 50-

69 roannu ¢ ftaumenty Hap 70-rofuIIEa BR3PACT He € YCTAHOREHA CTATHCTUYECKA PABIHMKA MENKITY
CTOHHOCTHTE H& BPEMETO Ha ITOJY>KHBOT.

Tamcynoaun
Kpnerocano npoyurane 3a cpastasaHe Ha ofitata excnosuuma (AUC) Ha TAMCYTO3MH XMAPOXIOPHI
M Ha BPEMETO MY Ha DOTYKHBOT 110KA3Ra, Ye (PAapPMAKOKMHETHUHATA AUCTIOMLMA HA TAMCY/I03HH

xuapoxnopus ¢ AAG, HO HaMaIABa ¢ Bb3pacTTa. TOBA BOAH A0 NOBMIDABAHE Ha
(AUC) ¢ 40% nipu aMua Ha BH3pacT OT 55 A0 75 rofiuuy, B cpaBHEHYE ¢ NUIATA
32 roouHH.
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Yepexaane Ha 6sbpeunara divHkius

Hyracrepun

Brnusnviero Ha yepenenata 6b0peuna hysKuMs BupXy GapMaKOKHHETHKATa HA AYTACTEPH/] HE €
npoy4eno. Bee nak, 8 4oselkarta ypuHa ce ycTanoegsat no-manko ot 0,1 % oT pasHoBecHuTE
KOHUEHTPALUMHE Ha o3& JyTacTepua oT (,5 mg, KoeTo 03HAYARE, Y€ HE Ce OYAKBA KIIHHKYHO ZHAUHMO
NOBHLUICHNE Ha TNa3MeHHTe KOHLEHTPALMKM Ha NYTACTEPHA IPH fauMerTH ¢ 56peuno yspexnane
(mx. Touxa 4.2).

Tamcynoaun

Ipu 6 mtua ¢ aexo 20 ymepero (30 < CLey < 70 mU/min/1,73m?) nau ymepeHo Texko

(10 < CLer < 30 ml/min/1,73m?) yspexaane Ha 666peunara diyaxunsa u 6 muua Gez yBpesxnane
(CLer > 90 mi/min/1,73m?) ca cpasenu dapMakoKHHETHRHHTE NOK3ATENN Ha TAMCYIO3UH
XHApoxnopui. Benpeku 4e € Habmonapana npoMaHa B o01IaTa NNa3MEHA KOHUEHTpPAlMA Ha
TAMCYNIO3HH XHAPOXNOPH BCEACTBHE HA MPOMAHA B CBBP3BaHETO ¢ AAG, KOHUEHTPALHATE Ha
HECHLP32HHA (aKTHBEH) TAMCYJIOINH XHAPOXJIOPUT, KAKTO H BHLTPELIHAA KITHPRHC, C2 OCTAHAIM
OTHOCHTEIIHO OCTONHEN. Tlopanu Tasu npyu4rHa, Npu NalUNEHTHTe ¢ YBpexaare Ha 6p6peunata
(yHKUMA He Ce Ha/Tara IPOMAHE HR 032Ta H2 TAMCYTO3MH XHAPOXJIOPUA. BBIPeKH TORA, MAHEHTH C
yBpexnane Ha 6nbpeqnaTa Pynkuns b repmunanes ctamuit (CL. < 10 mli/min/1,73m?) He ca 6unn
NpOYHBaHK.

Vepexaate Ha yepuoapobaara GyHKLHA

Hytactepun

BrinsnueTo Ha yBpexaneTo Ha UepHOAPoGHATa QYHKLUMA BHPXY $apMAKOKAHETHKATA HA TYTACTEPHT
HE € npoyueHo (BK. Touka 4.3). Thit kKaTo KyTaCTEPHA Ce eJIMMHHHPA F1aBHO 10 MeTafonuTex NeT,
OHaKBa C€ IMIaAMEHHTE HHBA Ha AYTAcTePHA NPU TE3W NaliMeHTH Aa GbaT NOBHILEHH, 8 BPEMETO Ha
ONYKUBOT Aa OuJe no-ubiro (8xK. Touku 4.2 u 4.4).

Tameynosuu

[Ipu 8 nuua ¢ ymepena uepHoapobna anchyHkims (crened A u B ro xnacuduxauusra ua Child-
Pugh) u 8 nuua Ge3 yspesnane ca CpaBHEHH (apMAKOKHHETVIHHKTE NOKA3ATE/N Ha TAMCYI03HH
XHAPOXN0pHUA. Boripeku e e HabmonaBana mpoMaHa B o61aTa ma3MeHa KOHLUEHTpallis Ha
TAMCYJI03MH XWAPOXIOPUI BCICACTBHE HA NPOMAHA B CBBP3BAHETO ¢ AAG, KOHUEHTpaMATA Ha
HECEBP3AHHA (AKTHBEH) TAMCYTO3HH XUAPOXIIOPUJ HE CE € IPOMEHU/IA SHAUWTEITHO, KATO IPOMAHATA
Ha BETPEWHUA KIHPBHC Ha HECRBP3aHHUSA TaMCYJI03MH XHAPOXIOPUS ¢ yMepena (32%). TNopaau tasu
NPUYHHA, TPY NELUHMEHTHTE C YMEPeHa YepHOApoOHa MHCOYHKLIA HE C& HaJjara NPOMAHA Ha 1034aTa
HA TAMCYJIO3MH XHAPOXITOPKA. TaMCYNO3HH XHAPOXIOPH] He € NPOYYBAH NPK NALIHEHTH ¢ TEKKA
uepHoapofHa AuchyHKULHA.

53 IIpeaxnnuuunu JanuH 3a Gesonacuocy

He ca nposexcaadu npeIHHHYHE H3TIMTBAHNA C AYTacTepu/TaMcynosus. JyTacTepua 1
TAMCYI03HH XRAPOXJIOPHA NO OTAENHO Ca POYUEHH B TONAMA CTENCH B TECTOBE 38 TOKCHYHOCT NPH
JKHBOTHH, KaTO JAHHWTE CHOTBETCTBAT HA HIBECTHHUTE PAPMaKONOTHUHH AEHCTBMA Ha HHXMOUTOpUTE
Ha 5 anda-penykrazata u andal-aapeHopeLenTOPHHTE aHTaroHHeTi. JlaneHara no-nony unpopMaLms
OTPa3idBa HAHYHATE MHPOPMAUMNA 33 OTAEIHUTE CHLCTABKH.

Hymacmepuo

Hacrosuure npoyusaiin 3a 06112 TOKCHYHOCT, FeHOTOKCHYHOCT H KaHLEPOTEHHO
HHUKAKBB CREeuH(HIEH PUCK 22 YOBeKa.

[poyusannd 3a penponyKTHBHE TOKCHHHOCT MPH MBbAKH IUTbXOBE TIOKA3BAT HAM
MpOCTATATA U CEMEHHHUTE MEXYPUETa, HAMANEHA CEKPELIMA OT aKLECOPHUTE NOJNO
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HaManABaHE HA HHAEKCHTE Ha (epTunuTeTa (N0 ApMUKHA HA GAPMAKONOTUUHHA edeKT Ha
aytactepua). KiuHHHRaTa PETEBAHTHOCT Ha TE3H HAXOMKM HE € M3BECTHA.

Kakto u fipu Apyru WHXHGNTOPH Ha 5-anda PenyKTas’aTa NPU NPUIOKEHHE HA AyTACTEPHA 110 BpeMe
Ha recTauHATa € HaG/II0aBaHO (PeMHHH3MPaHE Ha MEXKY (eTyc npu ILbXose K 3aktun. dyracrepua
Ce YCTAHOBARZ B KPHBTA Ha MEHCKH INILXOBE Ciie YN(TOCBAHE ¢ MBXKH, TPETHPAHU C XYTaCTEPHA.
Korato gyracTepun e npuiiaraH Ha npuMaTH NO BPEME HA TECTANMATA He € HabmoAaBaHa
(eMHHM3ALMS HA MBKKH QETYC NPH KPHBHA EKCIIO3ULMA, NPEBHIIABALE B OCTATBYHA CTEREH
CKCMOSHUMITA, KOATO OH HRCTBIHAA YPe3 YOBELIKa cnepmMa. Mako BepOATHO € MBXKH deTyc Aa
Objie NOBIMAH HErATHBHO Clle MpeaBate Ha AyTACTEPH] Ype3 cnepMard.

Tamcynosun

IlpoyuBarus Ha ofata TOKCHYHOCT M FEHOTOKCHYHOCTTa HE NOKA3BAT HAKAKBS ONPE/IEEH PHCK 32
xopara, pa3sn{4eH OT CEbP3aHHTE ¢ PAPMAKOIOTHYHHTE CBOHCTBA Ha TAMCYITOMH.

B npoyuBanus 33 KaHUEPOTEHHOCT PH ILTHXOBE N MUIUKH, TAMCYIIO3HH XMAPOXAOPUI BOJH JO
NOBHLIABAHE HA YECTOTATA Ha NPO/IM(BEPATHBHY NPOMEHU HA MIISUHATA HUTE34 (IPH IKSHCKHTE
MBOTHM. Ta3u HaxoaKa, KOATO Hail-BEPOATHO Ce MEMMPA OT XUIEPNIPONAKTHHEMHATA H €
Ha8mO/laBaHa CAMO [IPK NPHIOKEHHE Ha BUCOKK A03M, ce TIPUEMA 33 KTHHHYHO HESHAYHMA.

BHCOKMTE 1031 TAMCYNO3HH XHAPOX/IOPH BOJAT A0 00PATYMO HaMANABAKE Ha bePTIUTHTETA MpH
MBXKKH MLTBXOBE, KOETO BEPOATHC £& ABKM HA NIPOMEHN B ChABPKAHHETO Ha CilepMaTa WiH
HapylaBaHe Ha eAxylaunara. Epextnre Ha TAMCYNO3UMH BBPXY Gpos HA CrIEPMATO3OHIHTE A
(YHKUMATA HA CIEpMAaTa He Ca OLEHABAHM.

[IpuioKeHHETO HA TAMCYNI03MH XHAPOXIIOPHA TIPK GpeMeHHY KEHCKH TITBX0BE H 3aifiM B 1034, JTo-
BHCOKZ OT TepanesTHyHATA, HE NOKA3BA JaHHM 32 HETAHO YEPEKIAHE.

6. PAPMALEBTHYHNA TAHHU
6.1 Cuhgcek Ha OMOMMYTE BENIECTRA

OO6=srBKa Ha TEBPAATA KANCya:
Yeper xenesen oxeup (E172)
Yepren xenesen oxenn (E172)
Turanos guoxeun (E171)
Kont xenezen oxcug (E172)
Kenarun

Cohabiykanue Ha YTACTepH/] MEKa Kalcynia:
[Iponunenrnuxkoios MoHoKanpunar, Ti i1
Byrunxuapoxcuronyes (E321)

O0BuBKa Ha MekaTa Kancyna:
Kenatun
Cnnuepor
Twranos auoxenp (E171)
Tpurauuepnay, cpeany sepury
Jleuntin (Moe Na ChIbPXKA COSBO MACI0)

Tamcynosun neneru:
MeTtaxpunosa kuceTuHa - €THN akpunat komonumep (1:1) aucnepena 30 np
CHINO HATphes Jaypuncyndar, nomucopbar 8§0)

21



MuxpokpucTanta ilenynosa

AnbyTun ceGeuar

Honucopbar 80

Crnuumnes TUOKCHI, KONOUIEH, XUAPATHDaH
Kanuses creapar

YepHo mMacTHnO:
llenak (E904)
Yepen xeneszen oxcun (E172)
TMponuneurnuxon (E1520)
Konuentpupan amonues pasraop (E527)
Kanues xunpokeuna (E525)

6.2 HeceBmecTHMOCTH

Henpunosxkumo

6.3 Cpok ua rognoct

2 rojiuuM

6.4 CnenuainHd YCJGBHH RA ChXpaHeHHE

Topa NeKapCTRO He HIHCKBA CTIELUMANHHE YCIOBHS HA ChXPaHeHHE.
6.5 Bua # coaAbpKanie HA ONAKOBKATA

HDPE 6yrunxa cbe CywHTen CUINKATEN, CHILMKHM B NONHITPONHNEHOBA KANATKA.

7 tBBpaM KancynH B 35 ml 6yTunxa

30 Teppan kancynu B 100 ml 6yminxa

90 rebpam kancynu g 250 ml Syrunka

He Bcrukd BUROBE ONMaKOBKY MOFAT 13 OBAAT ICHATH B npoaaxa.

6.6 Cneunaann npennazus MepKH OpPH NIXBLpIsSHE <H pabora>

Hyracrepua ce abcopbupa nipes Ko)kara U TIOPAaAK Tasd npuuuMa TpaGaa a ce H3GArEa KOKTAKT C
noBpeaeHH kancysy. [Ipu KoHTakT ¢ noBpeneny Karncys iy, 06/1aCTTa Ha KOHTAKT Tpabpa na ce u3Mue
He3abaBHO ¢ BOJA M canyH (BxK. Touka 4.4).

Heu3non3paHuaT NEKApCTBEH NPOIYKT MIK OTHAXBYHHTE MATEPHAIY OT Hero Tpatna na ce
H3XBBPIAT B CHOTBETCTBHE C MECTHHTE M3UCKBAHHA.

7. IIPUTEXKATEJ HA PASPEINEHUETO 3A YIIOTPEBA
Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN,

Hpnanaus

8. HOMEP(A) HA PASPEIMEHVETO 3A YIIOTPEBA

Per. Ne 20190258
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9. HATA HA HBPBO PASPEINABAHEMOHOBABAHE HA PAZPEINEHUETO 3A
YHOOTPEBA

Hara #a nwpao paspemapane: 13.11.2019

10. JATA HA AKTYA/M3UPAHE HA TEKCTA
10/2022
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