KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA



W%I'IBHHMTERHA Al EHuIﬂﬂ ﬂG REKAPCTBATA

I.  MME HA JJEKAPCTBEHHUS IPOYKT (e sepasmapiora }T\? 7 cr;’ ;mm j
KoM Paa. Ne ......... 0o e i ol
Ayonapr 0,5 mg / 0,4 mg TRepIaY KANCY.IH Tpﬂgwﬂ'ﬂue A% ) _ ' 1
Duodart 0.5 mg/ 0.4 mg hard capsules BG/MAMP - 6 J' / 3 J ____ , 2?'37 '2[]23
[OgobpeHug Ne ......covveeeernne, foiriaeaiine ST ]

2, KAYECTBEH A KOTHMYECTBEH CHhCTAB

Beska teppaa kancyna ceabpka 0,5 mg ayracrepun (dutasteride) v 0,4 mg TaMCYNO3HH XHAPOXIIOPUL
(tamsulosin hydrochloride), (exsuBaneHTen Ha 0,367 mg TaMCyJI03UH).

TJOMOIIIHO BEINECTRO C H3BECTHO ACHCTRUE
Bceaka kancyna ceabpika ACUMTHH (KOHTO MOXKE Na ChABLPKA COEBO MACA0) H ChHCET xkbJITO (E 110).
Beska kancyna csappxka < 0,1 mg chbHCeT XBbiTO,

3a ITbIHUE CMTUCHK HA TIOMOIIHWTE BellecTBa BHXKTE TOuka 6.1.

3. JEKAPCTBEHA ®OPMA
TeEpaa kancyna.

[TpoawiroBaTH, TBEPAM KaNCyAu ¢ Ka(Bo TAI0 M OPAHIKEBO KaNaye ¢ HAITHC
GS 7CZ, otnevyaTaH ¢ yepHO MacTHIIO.

Bcska TBbpAa Kancyna ChAbPKA MENETH C H3MEHEHO OCBOGOXIABAHE C TAMCYJIO03HH XHAPOXIOPHA U eaHa
MCKa KEJIAaTHHOBA XaNncyna AyYTacTepHl.

4. KJVMHWUYHHA JAHHU

4.1 TepaneBTHYHH NOKAZAHHSA

JleueHne Ha YMEPEHO TeKKa 10 TEXKKA CHMIITOMATHKA HA JOOpOKAYeCTBEHA NPOCTATHA XHNEPIUIA3HA

(AI1X).

HamanseaHe Ha pUCKa OT OCTpO 3axbpixaHe Ha ypuHaTa (O3Y) U xupypruvecka HaMeca NpH NauHeHTy ¢
YMEPEHO TeXKa A0 TexKKa cuMmnromaruka Ha J{ITX.

3a HH(pOpMaLing 32 ePEKTUTE OT JICUEHHETO H PA3JIMYHHTE FPYNH MALMEHTH, [TPOYYCHH B KTHHHYHUTE
UINMHUTBAHHUA, MOJIS BUKTE TOUKa 5.1.

4.2 Jlo3MpoBKa H HAYHH HA OPHIOKEHHE
Jo3nposka
Buvapacmuu (sxmonumenno nayuenmu 8 cmapueckd 8u3pacn)

IIpenopbuanara nosa Jyomapr e eaua kancyna (0,5 mg / 0,4 mg) seHBX JHEBHO.

Keaero e ymectno, dyonapr Moxe 1a ce H3Mo013Ba 33 3aMeCTBAHE HA CHBMECTHOTO NI
OyTacTepua U TaMCYJI03HH XHAPOXJIOPH MPH ChINECTBYRAILA TEPANNg C J1BATA JIEKa
LeT YISCHARAHE HA JISYEHHETO.,

KpaeTo € KIMHU4YHO YMECTHO, MOXe Aa Obae 00CHKAaHa NIPAKA MPOMIHA OT MOHOT
WK TAMCYJIO3MH XHAPOXJIOPHA KbM JlyonapT.



Vepeocoane na 6vbpeunama ynxyus

Bnnsauuero Ha yBpenenara 6b6peuna gpyHKuMs BbpXy PapMaKOKHHETHKATA Ha AyTaCTEPHA-TAMCYJIO3HH
HE € mpoyuBaHo. He ce ouakBa HeoOXOAUMOCT OT NpoMAHA Ha J03aTa 3a NauKHeHTH ¢ OLOpeuHo
yBpexKIaHe (BxK. Touku 4.4. u 5.2).

Vepeowoane na uepnodpobuama chynxyus

BaudsueTo Ha yBpeaeHaTa yepHoapobHa PyHKUMS BbpXY PapMAKOKHHETHKATA HA AYTaCTEPH -
TaMCYJIO3UH HE € NPOYYBAHO, 3aTOBA JIEKAPCTBOTO TpAOBa Ja ce rpunara BHUMATENHO NPH NALHEHTH C
JICKO 10 YMEPEHO TEXKKO YepHOApoOHO yBpeXaaHe (BuxTe Touka 4.4 ¥ Touka 5.2). Ynorpebara Ha
JyonapT fipy IaLIHEHTH ¢ TEXKKO YepHOAPOOHO yBpekKIaHe € nPOTHBONOKazaHa {Bx. Touka 4.3).

Heouampuuna nonyrayun

JlyTacTepua-Tamcyno3HH € NPOTHBONOKA3AH NIPH NEAY¥aTPHYHATA NOMyaims (Ha Bb3pacT 1o
18 ronvHm) (BxK. TOUKa 4.3).

HaunH Ha npusiokeHHe

3a NepopaTHO NPHIIOKEHHE.

Ha nauvesTyTe Tpa6Ba fa ce namaT ykasaHHg Aa NOMTbINAT KancyJIUTe UesH, okoao 30 MMHYTH cnes,
€IHO W ChILO XpaHEHE 33 JeHA BCEKHU AeH. KancynuTe Aa He ce ABBYAT WIH OTBapAT. KOHTAKTHET ChC
CHABMKAHHETO Ha KANCY/aTa ¢ AyTacTepu, KOATO C€ ChABPIKA B KANCYJ/aTa ¢ TBhpAa 0OBHBKA, MOXKE Aa
NpCAH3BHKA JpazHeHe Ha opodapuHreanHaTa NHraBHLA.

4.3 IlIporaBonmokazaHHus

yonapt € npoTuBoIOKa3aH 32 MPHIOKEHHE NIPU:

- JKEHH, Jeua | 1oHouIH (Bxk. Touka 4.6 ).

- NAUHEHTH CBC CBPBXYYBCTBUTENHOCT KbM AYTACTEPHA, KbM APYFH HHXHOWTOPH Ha J-anda
pefyKTasara, KbM TaMCYI03HH ( BIUTFOYHTEAHO TAMCYJI03HH-HHIYLIMPaHa aHTHOEAEMa), COA,
GBCTBLUM HIH KbM HAKOE OT JIpYruTe NOMOLIHHK BEIIECTBA, H3GpOeHH B Touka 6. 1.

- NalHEeHTH ¢ AHAMHES3A 334 OPTOCTATHYHA XHUIIOTOHUA.,

- MalHEHTH ¢ TEKKO YEPHOAPOOHO YBPEKIAHE.

4.4 CnenHajHM IpeAyNpexacHAd H NPEARA3HH MEPKH NpH ynoTpeda

KomOuHnupaHa Tepanus TpabBa fa ce npeantcea ciell BHHMAaTe Ha OLEHKa Ha OTHOLIEHHETO MOJI3a-PHCK
NOpaaH MOTEHUHATTHO NOBHILICH PHCK OT HEKENAaHW peaKUMH (BKIIIOYHTENHO ChpAeYHA HEAOCTATHYHOCT) U
ciie/1 OOMHCIIIHE HA aNTEPHATHBHUTE TEPANIEBTHYHH BL3MOXKHOCTH, BKJIFOYUTETHO MOHOTEPATHH.

Kapyunom na npocmamama u eucoxocmeneRnu mymopu

[Tpoyusanero REDUCE, eano 4-rogyMuiHo, My ITHLIEHTPOBO, paH0MHM3HPaHo, ABORHO CAno, nuaue6o-
KOHTPOJIMPAHO NPOy4BaHe M3caeaea edekra Ha ayracrepud 0,5 mg AHEBHO NPpH NAUMEHTH C BUCOK PHCK
3a pak Ha rpocrarara (BKJIOYBalIo MbKE Ha Bb3pacT oT 50 a0 75 roauHH ¢ HHBa Ha PSA ot 2,5 no

10 ng/ml u HeraTusHa OuoNCHs Ha npocTaTaTa 6 MeceLa NPEU BIUIIOUBAHETO B [IPOYUYBAHETO)

KaplIAHOMM Ha MpoCTaTaTa Mpy MbXeE, NeKyBaHH ¢ aytactepua (n = 29, 0.9%]) B cpaBHe
(n =19, 0.6%). Bpuikara Mexay ayractepua u Gleason 8 — 10 kapuvHOMH Ha npocTar



CnepoBarenno, mpxere, npuemainu Jlyonapr, tpabea qa 6baaT OLEHABaAHH PeJOBHO 34 NPOCTATEH
KapuMHOM (BXkK. Touka 5.1).

[Ipocmamno-cneyuuuen anmuzen (PSA)

CepyMHaTa KOHUEHTpalHs Ha MPOCTaTHO-cNelMpUYHHS aHTHreH (PSA) € BaykeH KOMIIOHEHT 32
YCTAaHOBABAHETO Ha KapLMHOM Ha npocTtarara. Ciaen 6-meceuno nedeHue, Jdyoaapt BoAU A0 HAMAABAHE
Ha CpEeIHHUTE CEPYMHH HHBa Ha PSA ¢ npubnuzurenno 50%.

[1pn nauuenTute, npuemauiu Jyonapr, Tpsabea aa ce ycTaHOBH HOBa, H3XoaHa PSA cTOHHOCT clien

6 mecella tedeHue ¢ Jlyoaapr. [lpenopwuBa ce peIoBHO NpocieqsBaHe Ha CTOHHocTHTE Ha PSA cien
TOBa. BCAKO NOTBBPACHO NOBHIIIABAHE OT HANW-HHCKOTO HHBO Ha PSA o Bpeme Ha neyeHHeTo ¢ [[yonapt
MOXKE [1a € Oeer 3a Ha/lHYHe Ha KapUMHOM Ha NPOCTATa WM 3a HETIOBHSBAHE OT JIeueHHUETO ¢ [lyonapt, v
TpadBa Aa ce OLeHABa BHHMATETHO, IOPH B CITy4ai 4e€ TAKHBA CTOHHOCTH €a BCe OLIE B PAMKHTE Ha
HOpPMATHHTE CTOHHOCTH 3a MbxKe, Henpuemaluy S-anda peaykrazeH HHXHOUTOP (Bk. Touka 5.1). [Ipu
WHTEPIIPETUPAHETO HA CTOHHOCTTA Ha PSA 3a nmaument, koiiTo npueMa ayTacrepu], 3a cpaBHEHHe TpA0Ba
Jla ¢€ NOTBPCAT MPEAHIIIHHU CTOMHOCTH HAa PSA.

JleuenueTo ¢ lyoaapr He 1ipeyn Ha W3Nno3BaHeTo Ha PSA Karo mOMOIIHO CPeACTBO B AMArHOCTHKATA HA
KapuUMHOMA Ha MPOCTATaTa Clie] YCTAHOBABAHETO HA HOBA M3XOAHA CTOMHOCT.

CepymuHTe HMBa Ha 00lIMA PSA ce BpbIIAT KbM M3XOJHHUTE CTOMHOCTH A0 6 Mecelia clel
TIIPEYCTAHOBABAHE HA NICUEHUETO. CHOTHOIIEHHETO MEXIY CBODOKHHMA H obwus PSA ocTaBa NOCTOSHHO,
AOpH NMoJ BiHAHKE Ha Jlyorapr. Axo nexkapsar u3depe a u3non3ea oTHocUTenHus aan (%) Ha ceoboaHuA
PSA xaTo NOMOIIIHO CPEeCTBO 32 YCTAHOBABAHE HA KAPLIMHOM HA MPOCTATATA NIPH MbIKE, IEKYBAHH C
Jlyonapt, nama 1a € HeoOXoaHMa KOPeKLUS Ha CTOHHOCTTA MY.

[1pn naunenTHTEe TPAOBA 12 Ce HAMPABU PEKTANHO TYLUHPAHE HA NPOCTATAaTa, KaKTO U APYTH H3c/aeBaHHA
33 JWArHOCTHKA HA MPOCTATEH KapLIMHOM WK APYIH 3a00/9BaHHs, KOMTO MOXE [a NPHUYHHAT CHIIUTE
cumnTomMu Karo JILX, npeau sanouraHe Ha nevennerto ¢ Jyonapr, KakTo U NEPUOAHYHO ClIEN TOBA.

Copoeyuno-cv006U HENHCENAHU PeaKyt

B npe 4-roaMinHy KIMHHYHE NPOYYBaHUS, YECTOTATA HA CHPAEYHATA HEAOCTATHYHOCT (koMOHHKMpaH
TEPMHH 33 JOKIaJBaHH CBOUTHA, TNARHO ChpJIeuHa HEAOCTHTHUYHOCT H KOHMECTHBHA ChpAEYHA
HENOCTATHYHOCT) € MAIKO NO-BUCOKA MPH JHUaTa, KOHTO [TpHeMaT KOMOHHALIMATA OT AYTACTEPHI U
anca;-anPeHOPELUENTOPEH AHTAOHKCT, IIABHO TAMCYJIO3MH, OTKOJIKOTO CPeA NHLIATA, HEMPHEMALIH
KoMOMHaumATa.O6ayve, 4ecToTaTa Ha Cbp/ACUHA HEJOCTATHYHOCT NIPH TE3H M3IMUTBAHKSA € MO-HUCKA BHB
BCHYKH AKTHBHO JIEKYBAHH rpynH B CpaBHEHKE ¢ miauedo rpynarta, ¥ Apyrd HaNU4YHA JaHHH 34
AYTAaCTEPHZ UK alal-aApeHOPELENTOPHU AHTATOHHCTH HE NOAKPENAT 3aKTIOUEHHE 3a TOBHILCHH
CHpACYHO-CHAOBH PUCKOBE {BaK TO4UKA 5.1).

Kapyunom na 2epoama

Hanvuhk ca 10ikiagH 3a KApUMHOM Ha I'bP/IaTa NpH MbXKeE, IPHEMALIH AYTACTEPHA B KIHHUYHH
MpOoy4BaHHA H MO BPEME HA NOCTMAPKETHHIOBHA Nieproa. ENHaeMHONOrd4Hu mpoyyBaHua o0aye He
NOKa3BaT NOBHLIABAHE HA PHCKA OT Pa3BHTHE Ha KapLIHHOM Ha rbpAaTa MPH MLKE NPH ynoTpeda Ha
S-anda penykrazHd HHXHOHTOpHU (Bk Touka 5.1). Jlekapute Tpabea na HHGOPMHUPAT NALMEHTHTE CH a2
AOKNAABAT BEJHAra IMPOMEHH B ThbKAHTA HA MbP/JATa, KATO OVHKH WM MOABA H& CCKPET OT 3bPHATA,

bvopeuno yspeacoane

JICUCHHETO Ha NALMEHTH C TEXKO YBpexIaHe Ha ObOpeuHaTa (yHKUHs (KPEaTHHHHOB
10 ml/min) Tpa6sa aa ce oChIIECTBABA ¢ TIOBHIIEHO BHUMAHME, Thil KaTO NPY Ta3H Py
MPOBEKAAHH KIMHHYHH H3NHTBAHM.




XUnomoHus

Oprocrariuba: [lonobHo Ha ocTaHanuTe anga;-aapeHOPELENTOPHHA aHTArOHHCTH, IO BPEME Ha JIEUCHHE C
TAMCYJIO3MH MOXeE /1a ce HabmonaBa noHwkapaHe HA KPBBHOTO HANAraHe, PAAKO BOAELIO IO CHHKOI.
HauueHTHTE, KOUTO 3anouBar JiedeHue ¢ Jlyomapt TpadBa na GbaaT npeaynpeAeHH Aa CEAHAT WK J1a
JIETHAT NMPH MbPBUTE CUMIITOMK HAa OPTOCTATHMHA XMINIOTOHHA (3amMalBaHe, ¢1abocT) [0 OTIHYMIBAHETO
WM.

3a fa ce CBeae 10 MHHHMYM BB3MOIKHOCTTA 33 Pa3BUTHE HA MOCTYpAHA XHIOTOHHS, TALIHEHTHT TPAOBa
na Obae XeMOUMHAMUYHO cTabuneH Ha anda;-aipeHopelieNTOPeH aHTarOHUCT NpeH 3anoyBaHe
ynorpebara Ha PDE5 unxuburopu.

CumnroMaruyna: IIpenopsusa ce noBUILEHO BHHMaHHUE, KOraro aida aapeHepruuHy OJOKUPaLIy areHTH,
BIJTIOMHTETHO TAMCYJIO3HH Ce NpuiIarat eaHospeMesHo ¢ PDES unxuburopu (HanpumMep cunaeHadmi,
Taaanadui, sapaecHadun). Anda-aapeHopenenropuure aHtaronuctd 1 PDES uHxuburopure ca
Ba30/IMJIaTaTOPH, KOUTO MOKE Ia MOHHXKAT KPLBHOTO HalArane. EqHoBpeMenHaTa ynoTpeba Ha Te3u aBa
KJaca JISKapCTBa NOTEHLMATHO MOXKE A3 MPUYMHH CUMITTOMATHYHA XHUMOTOHHA (BXK. TouKa 4.5).

Cunopom Ha unmpaonepamusHo amMoRKIHYA upuc

TlpH HAKOHW NAUKEHTH, KOXTO CE JICKYBAT MOHACTOALIEM WK Ca OWIH IEKYBaHH [IPEH C TAMCYA03HH, 1O
BpPeME Ha OnepalHd Ha KaTapakTa ¢ Ha0naapaH CHHIPOMBT HA HHTPAONEPATHBHO AaTOHHYHHA HPHC
(Intraoperative Floppy Iris Syndrome - IF1S, sapuant Ha cuHnpoma Ha TacHarta 3enuua). IFIS moxe na
NOBHIIH PUCKA OT OYHH YCIIOKHEHHA 10 BpeMe Ha U cnel onepaumdaTa. [lopanu Tasu rnpUuvHa He ce
NPEnopbYBa 3anoYBaHe Ha JieyeHue ¢ JyonapT npy NnauMeHTH ¢ HACpOUeHa ofepaliva Ha KaTapakTa.

[lo BpeMe Ha npenonepaTHBHATA OLICHKA XUPYP3UTE, M3BLPIIBALIM ONEPALHH HA KATAPAKTA, U eKUITUTE
O(hTaNIMONIO3H TPAORA J1a B3eMaT NpeABHA AaNH NaUHEHTHTE NPHEMAT WIH ca npuemany Jlyoaapr, 3a ja ce
OCHTYPAT NOAXONAWH MEPKH 3a ornaagBaHe Ha IFIS o BpeMe Ha onepauuaTa.

CnupaHeTo Ha pUeMa Ha TaMCYNO3MH | — 2 ceAMMIM Npeau onepauMaTa HA KarapaxTa ce CMATa 32
MOJIE3HO, HO peaslHaTa N0J13a M NPOAB/DKHTEIHOCTTA Ha NIEPHOJA OT BPEME, 3a KOWTO JIEKAPCTBOTO TpAOBA
Aa ce Crpe NPenH orepalMaTa Ha KaTapakTa, BCE OHIE HE Ca YCTAHOREHH.

Kancynu ¢ napywena yanocm

JyTacrepHa ce pesopOHpa npe3 Koxara, nopaan KOETOo KeHHTe, AeHAaTa H IOHoLuKMTe TpAOBa aa n30Arear
KOHTAKT € KancCyJid ¢ HapylleHa usanocT (BkK. Touka 4.6). AKoO ToBa ¢e CiIydM, 001acTTa Ha KOHTAKT TpIOBa
He3a0aBHO Ja ce U3MHE C BOJA H CalyH.

Huxubumopu na CYP344 u CYP2D6

EAHOBPEMEHHOTO NPUIOKEHHE HA TAMCYJIO3MH XUAPOXJIOPHA ¢ MotHH HHXHOuTOpH Ha CYP3A4
(HanpHMep KETOKOHA30J1), HilW B TIO-MAJIKA CTENEH ¢ MOIIHH uHxuOuropH Ha CYP2D6 (Hanpumep
NapOKCETHH) MOXE J1a MOBULIY €KCNIO3UIHATA Ha TaMCYJI03MH (BK. Touka 4.5). CnepnoBaTeHo
TAMCYJIO3UH XHAPOXJIOPH He ce npenopbyba NpH MauHeHTH, npruemalny MoueH CYP3A4 uuxuburop u
TpsA0Ba 1a Ce H3NOJI3Ba BHHUMATENHO NIPH NauueHTH, npueMalgy yMeped CY P3A4 gHXuOUTOp, MOLIEH HIH
yMmepeH CYP2D6 nnxu6urop, kombunamms or CYP3A4 u CYP2D6 uHXHOHTOpH, WIH NPH NAUHEHTH, 34
KOHTO € YCTaHOBEHO, 4e ca O6aBHu Metaboauzatopu Ha CYP2D6.

Heproopobuo yepexcoane

Jlyonapt He e npOy4BaH OpH MaLHEHTH C YepHoapoOHo 3abonsasane. Jlyonapt tpatea

BHHMATEIHO MPH NMALHEHTH ¢ JIEKO A0 YMEPEHO TEXKO YepHOAPOOHO YBpEKaaHe (BXK.
5.2).




Homownu sewjecmea

To3u nexapcTeen MpoAyKT ChAbpka OUBETHTENA ChbHCET XKbITO (E110), KOkiTO MOXKE Na MPUUHHH
aJepruiHu peaKkiMH.

4.5 B3anmopgeficTBHE ¢ IPYIH JJeKapCTBEHH NPOAYKTH H APYrH GOpMH Ha B3aHMOACHCTBHE

He ca npoeexaanu npoy4yBaHus 3a iekapcTBeHHTe B3anMoaeHcTBra Ha JlyoaapT. Ilocouenara no-aony
HHpOpMAaLIMg 0Tpa3se2 HATHYHMTE JaHHM 3a OTACJIHHTE ChCTABKH.

Hymacmepuo

3a HHGOPMALIMA OTHOCHO MOHH)KABAHETO HA CTOMHOCTHTE Ha cepyMHNA PSA mo ppeMe Ha JieueHue ¢
AYTAaCTCPHI, KAKTO H 34 HACOKH 3a YCTAHOBABAHE HA KAPLIMHOM Ha MPOCTaTaTa, MOJIA BHXKTE TOYKA 4.4.

Edexmu na opyeu nexapcmea evpxy apmaroxunemuxama na 0ymacmepuo

JyracTepHa ce enMMHHUPA IIaBHO upe3 MeTabonusupane. [n vitro npoyusanuaTa NOKA3BAT, Ye TOBa
MeTabonu3upaue ce karanusupa ot CYP3A4 u CYP3AS. He ca nposexaaHy HacOHEHH MPOYUBaHHA 3a
B3aHMOACHCTBHA ¢ MOIUHH HHXUOKTOpH Ha CYP3A4. Brnpeku ToBa, npH NonyiallMOHHO
(GapMakOKMHETHUHO NPOYYBAHE KOHLEHTPALIMMTE HA CEPYMHHUA YTACTEPU]] ca OWIH CBOTBETHO CPEAHO
1,6 no 1,8 mbTH NO-BHCOKH NPH MaiIbK Gpoii NALKMEHTH, MPH KOHTO CbBMECTHO ¢ AYTACTEPU]L Ca
NpHaraHy BepanaMii HNH auiThazeM (ymepeHH HuxuOuropu Ha CYP3A4 v uaxuburopn Ha P-
FIHKONPOTEHH), B CpaBHEHHE C OCTAHAIMTE MALHEHTH.

[TpoABIDKMTENHUAT NPHUEM Ha KOMOHHALMATA HA TYTACTEPU C JIEKAPCTBA, KOMTO ¢ MOLHH HHXHOHTOpH
Ha eH3uMa CYP3 A4 (nanp. puroHaBup, HHAHHABUP, He(hA3ONOH, HTPAKOHA30/1, KETOKOHA30, NPHJIOKEHH
MEPOPAIIHO), MOXKE [1a OBHILH CEPYMHHTE KOHLUEHTpaLuK Ha gyTacrepui. BeposTtHocTTa 32
ROM'bIIHUTENHO HHXHOHPaHe Ha 5-anda peaykraszara MpH NOBHIIEHAa €KCTIO3HLIHA HA OyTaCTEPH/L € MaJIKa.
Ako o0aue ce yCTaHOBAT HEXENaHH JIEKAPCTBEHH PEakiiHK, MOXE ]a ¢ 00CH/H HAMAIABAHE HA YeCTOTaTa
Ha mpyeMa Ha aytactepua. Tpsadea 1a ce ordenexw, ye B cllydaid Ha eH3UMHO HHXHOHUPAHE, IBAMOTO
BpEME€ Ha NMOAYKHBOT MOXKE A C€ YABIKH NONMBJAHHTENHO M AOCTHIAHETO HA HOBO paBHOBCCHO CBCTOAHHC
MOXKE [1a Ce MMOCTHIHE CIIE] NMoBeYe OT 6 Mecelia ChITbTCTBAIID JICUEHHUE,

ITpunoxennero Ha 12 g XonecTHpaMHH €MH 4ac CIIeA MPUEM Ha eAHOKpaTHa J03a OT 5 Mg AYTACTEpHI
HE € NOBNHANO PapMaKOKHHETHKATa Ha AYTACTEPHA.

Edpexmu na oymacmepuo 6vpxy gapmaxoxunemuxama na Opyeu exapemsa

B KIMHWYHO NpoyuBaHe ¢ Manbk Opoii yuacTHHLM (n = 24) B NPOABLKEHHE HA [IBE CEAMHLIM NPU 31paBH
MBKe, AyTacTepui (0,5 mg AHEBHO) He € okaszan edekT BbpXY (papMaKOKHHETHKATa HA TAMCYIO3HH KITH
Tepa3o3uH. CBIIO TaKa, B TOBA MPOY4YBaHE HE € YCTAHOBEHO (PapMaKOJHHAMHYHO B3aHMOJIEHCTBHE.

HyTracrepun He nosnusea papMakoKUHETHKATa Ha BapdapuH MW JHrokCHH. ToBa rokasaa, ue
AyTacTepua He uHxuOHpa/unayuupa CYP2CY wiu TpaHcnopTHaTa MosieKyla P-radkonpoTeuH. In vitro

NpOoYyYBAHUATA 34 B3aHMOJICHCTBHS MOKA3BaT, e AyTacTepHa He HHXxuOHpa enzumute CYP1A2, CYP2D6,
CYP2C9, CYP2CI19 unu CYP3 A4,

Tamcynozun

CBBMECTHOTO NPUIIOKEHHE HA TAMCYJIO3HH XHAPOXJIOPH] ¢ JIEKapCTBa, KOMTO MOTaT Ja
KPBBHOTO HAIATAHE, BKJTIOUHTENTHO aHeCTeTHUH, PDES nuxubutopu 1 ApyrH andgai-
aHTaroHWCTH OH MOITIO 1A JIOBEAE O 3aCHIEHH XHUNOTEH3IUBHH edeKTH. JIyTacTepu-
TpaAOBa /1a ce npuara B KOMOHHALMA ¢ APy anda -aJpeHOPELENTOPHATE aHTaroH



EAHOBPEMEHHOTO NIPUNOKEHUE HA TAMCYNO3UH XUAPOXNIOpHA U keTokoHazon (MomeH CYP3A4
HHXHOHUTOpP) BOAH 710 nosuinaBaHe Ha Cmax u AUC Ha TaMcyJio3dH XHAPOXIOPHI ¢ KOEPHLHEHT
ChOTBETHO 2,2 M 2,8. EnHOBpeMEHHOTO NMPHICIKEHUE HA TAMCYNO3HH XMAPOXJIOPHA H NAPOKCETHH
(mouien CYP2D6 uHxuGuTop) Boau 1o nosHimaeaxe Ha Cmax 1 AUC Ha TaMCyI03MH XHAPOXJIOPHA C
KoepHLHeHT CeOTBETHO 1,3 1 1,6. [TogobHo noeuLIaBaHe Ha eKCNIO3MLMATA ce ouakea npu CYP2D6
OaBHM MeTabOoNN3aTOPH, CpaBHEHH ¢ 6BbP3H META0ONH3ATOPH MPH EAHOBPEMEHHO NIPUIAOKEHHE C MOLLEH
CYP3A4 unxuburop. Edexrure ot eanoppemenno npunoxenne Ha CYP3A4 u CYP2D6 naxubuTopH ¢
TaMCYJIO3UH XUAPOXJIOPA HE Ca OLEHSBAHH KJIMHHYHO, 00aue ¢ HAJTULE MOTEeHLMA 32 3HAYMTENHO
NOBHIIABAHE HAa €KCMO3ULMATA HA TAMCYAO3HH (BXK. Touka 4.4).

CbITBTCTBAIIOTO NPWIOKEHHE Ha TaMCyJ103HH XHapoxiopua (0,4 mg) v uiMetnauH (400 mg Ha BCekH
LLIECT Yaca 3a 1eCT JHH) BOAH A0 MOHIKaBaHe Ha kaupbHea (26%) u no nosvwasane Ha AUC (44%) Ha
TaMCYJIO3MH XUApoXaopua. Heobxonumo e moBHIIEHO BHHMAaHUE, KOTATO AYTACTEPHA-TAMCYIIO3HH CC
npuiara B KOMOMHaIHA ¢ LMMETHAHH.

He e npoBexxgaHo cnieliHpU4HO W3NUTBAHE HA JIGKAPCTBEHHTE B3aMMOAEHCTBUA NPH CHBMECTHOTO
MPANTOKEHHE HA TAMCYJI03HH XHAPOXNOpU A BapdapHH. Pe3ynraTuTe OT OrpaHUYEHU in Vitro U IR VIVO
NpOYYBaHHA He JaBaT siCHH 3akmodennd. Jiuknogenak v papdapun, odade, MoraT 4a NOBUIIAT CKOPOCTTA
Ha CTHMHHHPAHE Ha TaMCYNO3HMH. EJHOBpEeMEHHOTO NpWIcKEeHHe Ha BapdapuH M TaMCYJI03HH
XHAPOXJOpHA TpsAOBa Aa € C MOBHILIEHO BHHMAaHHE.

He ca nabmonaBany B3auMoAEHCTBHS NPH NPHITOKEHHE HA TAMCYNO3HH XHIPOXAOPHA CbBMECTHO €
ATEHOJIOJ, eHANANpuiI, HUGeAHITHH WK TeohunuH. ChObTCTBALLO NPAIarad GypoceMn BOAW OO CHaj B
(UIA3MEHWTE HHRA HA TAMCYJIO3HH, HO TbH KATO HABAaT4 OCTABAT B 'PAHHMIIMTE HA TEPANCBTUHYHHUTE HE €
HeODX0AHMa KOPEKLHSA HA JI03HPOBKATA.

In vitro ceoboaHata (ppakLKg HA TAMCYI03HH B YOBEIIKA M11a3Ma HE CE TIPOMEHS HUTO OT IHa3enaM, HUTO
OT NPONPaHOJION, TPHXIOPMETHAZH, XJIOPMAAHHOH, AMMTPHIITHIIHH, ANKIO(eHAK, ITHOSHKIaMK, H
CUMBAcTaTHH. TaMCyno3uH CbUI0 He MpoMeHs CBODOOHUTE (paKHH Ha AMA3€naM, MPONpPaHoIo,
TPMXJIOPMETHA3HA U XJIOPMAJIHHOH.

4.6 @epruianTeT, OPEeMEHHOCT H KEPMEHE
Ynotpebata Ha JlyogapT npH »KeHH € NpoTHRONOKA3aHa. He ca mpoBexxaany npoyyuBaHHs 3a
ycTaHoBsiBaHe Ha edekta Ha J{yomapt Bhpxy OpeMeHHOCTTa, KbPMEHETO H QpeprinuTeTa. JJaneHaTa no-

AONMY WHGOPMALMA OTPa3sBa HATHYHATA HHPOPMALHA 34 OTAEIHHTE ChCTAaBKH (BXK. TOYKa 5.3).

bpemMenHocT

Kakro ¥ ocrananute uuxuburopu Ha S-anda peaykraszara, AyTacTepu HHXHOMPa MPEBPHIIAHETO HA
TECTOCTEPOHA B IMXHAPOTECTOCTEPOH U aKO € NIPHUIIOKEH Ha XKEHA, OpeMeHHa ¢ MbKKH PETYC,
RYTaCTEPHU MOKE 1a MOTHCHE PAa3BUTHETO Ha BLHLILUHMTE NOJIOBH OpraHu Ha deryca (Bx. Touka 4.4). B
CACpMaTa Ha AHLia, NPUEMallld JyTaCTEPU, Ce YCTAHOBABAT MAlKH KOJIMYECTRA AyTacTepHa. He €
H3BECTHO ZaJIH MBXKKH (peTyc ile Obie MOBIMAH HEraTUBHO, AKO MalKaTa MMa KOHTAaKT ChC CIIEpMara Ha
NMaUHEHT, NEKYBaH C JyTacTepy (PUCKET 3a TAKOBA YBPEAKIAHE € HAH-TOJIAM Npe3 NbpBUTE 16 ceaMH LM
OT OpeMEHHOCTTA).

HpUNoKEHHETO HA TAMCYI03MH XHAPOXIOPH/, IPH GPEMEHHH JKEHCKH TUTBXOBE H 3aiill
JaHHH 33 YBPEXIAaHE Ha m1oaa.

3a HHPOPMAaLKA OTHOCHO NPEAKIMHHYHHTE JAHHH BIKTE TOUKA 5.3.




KnpmeHe

He ¢ #3BecTHO nanu AYTACTCPHU HITH TAMCYTO3HH CC €EKCKPETHPAT B KbpMaTa [IpH Xopa.

DepTUNHTET

HMimMa cBboOIIEeHHA, Ye AyTacTepH NMOBIUABA XAPAKTEPUCTHKHTE Ha criepMara (HaManssade Ha 6pos Ha
cnepMarosouauTe, obeMa Ha cnepMaTa H MOABH:KHOCTTA Ha CIIEPMAaTO30WANTE) TIPH 3APABH MBXKE (BXK.
TOYKa 5.1). Bb3MokHOCTTa 32 HaMaNiABaHe HA MBKKESA (PEpTHIATET HE MOXKe Ja Oble H3IKII0YEHa.

He ca ouensaBaHH e(peKTHTE Ha TAMCYJIO3HH XMAPOXJIOPHA BHPXY Opod Ha CiepMaTO30MINTE HITH
(YHKUMATA HA CTIepMAaTa.

4.7 EdexTH BLpXy cnocofHoCTTA 32 WIoQHpane H padoTa ¢ MAINHHE

He ca u3pbpuiBany npoyueanus 3a edextute Ha Jyonapt sbpxy cnocoOHOCTTa 3a modwpaHe U paboTa ¢
MAIUHHH. Bbapeku ToBa, NauMEHTHTE TpaOBa Aa 6baaT HHGOPMHpPaHH 3a Bb3MOKHATA NOSABA Ha
CUMITTOMH, CBbP3aHH C OPTOCTaTHYHA XHIIOTOHMA, KaTO 3aMaiiBaHe, mokaTo npHeMar Jlyoaapr.

4.8 HexenaHn NeKapcTBEHH PeaKNHE

[IpencTaBeHnTe NMO-101y AAHHM Ca CBLP3aHH C NPHIMKECHHE HA AYTaCTEPH/I 3a€JHO C TAMCYJIO3HH OT
4-roauiueH aHanns Ha npoyusaHeTo CombAT (KomOunupane va Avodart U TamcynozuH - Combination
of Avodart and Tamsulosin), cpasHenne Ha ayractepus 0,5 mg 1 Tamcynosud 0,4 mg, IPHIOKEHH
BCAHBK AHEBHO 3a YETHPH NOJHHH KaTo KOMOHHHpaHa TEpanHsa WK KaTo MOHOTEpanus. JleMOHCTpHpaHa
€ OHOCKBHBANEHTHOCT Ha JlyoaapT ¢ €/IHOBPEMEHHO NPHAOKEHN AYTACTEPHA B TAMCYJIO3HH (BXK. TOUKa
5.2). lanena e undopMalyud U 3a NPOPUITHTE Ha HEKENAHH PEAKLIMH HA OTIEAHHUTE aKTHBHM BELIECTBA
(@yTacTepui B TAMCYNO3HH). OOBpHETE BHUMAHHME, Y€ HE BCHUKY HEXENaHU PEeaKlMH, A0KNaABAHH 32
OTASITHUTE CBCTABKM, Ca ChoOLIaBaHH IpH [lyonapT, U ca BKJIIOYEHH 33 HHPOPMALIMA HA JieKaps, KOHUTO
IIPEANHCBA IEKAPCTBOTO.

HaHHu ot 4-roaviHoTO NpoyusadHe CombAT nokassat, ye wecTOTAaTa HA BCHYKHTE, OUEHEHH OT
H3CEAOBATENA KaTo JICKAPCTBEHO-CBBP3aHH HEXKEJIAHU PeaKlMH 110 BpEME Ha ITbpBATa, BTOPATa, TpeTara
W YETBbPTATA 'OJHHA OT JIEYEHHUETO, ¢a OUNK chLoTBETHO 22%, 6%, 4% v 2% 3a koMOHHUpaHaTa Tepanus
ayractepua + TaMcysosuH, 15%, 6%, 3% u 2% 3a MoHOTepanuaTa ¢ ayractepun, H 13%, 5%, 2% u 2%
38 MOHOTEpAITHATa ¢ TAMCYJIO3HH. I10-BHCOKATA 4eCcTOTa Ha HeXKENTaHH JIEKAPCTBEHH PEaKliiy B rpynara
Ha KOMDMHHPaHATa Tepanks npe3 NLPBaTa FOAHHA OT JICUEHHETO € CBLP3aHa ¢ N0-BHCOKA YeCTOTA Ha
HapyII€HHA Ha Bh3TIPOU3BOAHTENHATA CHCTEMA, MO- CIISUHATHO HA HApYILIEHHUS HA eAKY1alusTa,
HaOJIFOQaBaHH NP Ta3H rpymna.

OUeHEeHHTE OT H3CAENOBATEN KATO JIEKAPCTBEHO-CBbP3aHH HEXEAHH PEAKLIMM H ChOOLIEHH C YeCTOTa
ot 1% Wiu noeeve no BpeMe Ha MbPBaTa rOAHHA OT JIEYSHHETO, B fipoyusaHeTro CombAT, KiHHHYHuUTE
npoy4saHua ¢ MoHoTepanus Ha JIIIX u npoyysavero REDUCE ca noka3anu B Tabnuuara no-nony.

B nonbnHeHHe HexenaHnTe edeKTH Ha TaMCYI03MH [O-JI0NY ¢ OCHOBABAT Ha HAMKWYHATA HH(popManus B
MyONIHYHOTO MPOCTPaHCTBO. YECTOTUTE HA HEIKEIAHUTE PEAKLIMH MOKE [ CE YBEJIHYAT, KOraTo Ce
M3II0/T3Ba KOMOMHHpaHa Teparusi.

HecToTa HA HEXENIAHUTE PEaKUHH, HAEHTHOHULHPAHH B KIMHUYHH NPOY4BAHHA:

Hecru ( = 1/100 no < 1/10), Heuectu ( > 1/1 000 o < 1/100), Peaxu (> 1/10 000 no < 1/1 0
peax (< 1/10 000). Bue Besika rpyIMpoBKa 110 CHETEMO-0OpranHH Knacose (SOC), Hex
Ca NIPEACTABEHN B HU3XOALU pel N0 OTHOLIEHHE HA TAXHATA CEPHO3HOCT.




Cucremo-opranen Hexenann peaxnun | Ayractepuat | Jlyracrepun TaMcy103ER"
a
KIIAC TAMCY/IO3HH
Hapyuienus na CuHkon - - Penku
HEPBHATA CHCTEMA
3amaiiBane Hectn - YecT
['nasobonue - - HeuecTu
CrpreyHn Crepreuna HeuecTH Heuectu" -
HapyHIeHHs HEAOCTATHYHOCT
(Kom6unupan tepmun')
IannuTtauuu - - HeuectH
C1O0BH HapyUIEHHA OpTtocTaTH4Ha - - Heuectn
XAMOTOHHSA
PecnupaTopnu, Punur - - HeuectH
FPBAHH U
MEeIAACTHHAIHH
HapyLICHHS
CToMalIHO-YpEeBHH Janek - - HeuectH
HapyuIeHHs
Hnapus - - HeuectH
I'ancHe - - HeuectH
[lospbmaHe - - HeuectH
Hapywenus Ha AHruoenem - - Penku
KOMaTa H NOJKOKHATA
TbKaH
CuHapoM Ha Stevens- - - MHoro peaxku
Johnson
Yprukapus - - HeuectH
Ob6pus - - HeuectH
[pypuryc - - HeuectH
Hapyiesus Ha [Tpuanuzum - - /Wp@;{wu
BB3NPOH3IBOAUTEIHATA g%ff'f’%\
CHCTEMa H rbpaara / Py s N €0
Mmnortentaoct’ Hectn




[TpoMeHeHO (HaManeHo) Hectu YecTu® -
mbuno’

Hapyuienvis Ha Yectu Yecru® Uectu
eaKynagusTa’

Hapywmenns Ha mineunara YecTn YecTH® -
wre3a’

O01IM HapyLIeHHA H AcCTeHHS - - Heyectu
eeKTH Ha MACTOTO Ha
MPUNOKEHHE

3, Jlytacrepua + TamMcyno3uH: ot npoyusaHeto CombAT — uecToTuTe Ha HEXKETaHHTE PeaKLIiH
HaMasIsABaT M0 BPEME Ha JieueHHeTo, OT 1-BaTa no 4-rara rojiu-Ha.

°, JlyTacTepua: OT KJIMHWYHKTE MpOY4BaHKs ¢ MOHoTepanus Ha JITTX

. TaMCy03HH: OT OCHOBHMA npodua Ha 6ezonacHoct B EC (EU Core Safety Profile) Ha TamcynosuH.
. [1poyuBane REDUCE (Bx. Touka 5.1)

. KoMOHHHpaHHAT TepMUH ChpAeUHA HEAOCTATHLUHOCT BKIKOUBA KOHMECTHBHA ChPIEYHA HEAOCTATHYHOCT,
CEHpACYHA HEAOCTATHYHOCT, JICBOKAMEPHA HEAOCTATHLYHOCT, OCTPA ChPACYHA HEJOCTATHYHOCT,
KapAHOI€HEH LIOK, OCTPa NEBOKAMEpPHA HEOCTAaTbYHOCT, AECHOKAMEPHA HEAOCTATHYHOCT, OCTpa
JAeCHOKaMEpHa HEIOCTATbYHOCT, KAMEPHA HEAOCTATHYHOCT, KapAHOITYIMOHAJIHA HEAOCTATLYHOCT,
KOHI'ECTHBHA KapAMOMHOINATHA

2. BRJIIOYBA HANPEKEHHE M YTOIEMABAHE HA IbPAHTE.

*. Te3n HEXENAaHH PEaKUHH B CEKCYATHATA PYHKLIMA CE CBLP3BAT C ICUEHHETO ¢ Ay TACTEPHL
{BKMIOYHTETHO MOHOTEPANHA H KOMOHHALIMA ¢ TAMCYJIO3HH). Te3u HexkelaHH peaKLHH MOXe 1a
NepCHCTHPAT ¢ NPEYCTAHOBABAHE Ha JieueHHeTo. PonsTa Ha AyTacTepHA NO OTHOLICHHE HAa TOBA
[IEPCHCTHPAHE HE € H3ACHEHA.

". Bimousa HaMansBane Ha obeMa Ha criepMara.

-

—

JIPYI'U AHHH

[IpoyusaHero REDUCE noka3sea no-sricoka uecrora Ha Gleason 8-10 xapLiMHOMH Ha npocraTaTa npH
MBXETE, JICKYBaHU ¢ JyTacTepu B cpaBHeHue ¢ nnauedo (px. Touku 4.4 v 5.1). He € ycTaHOBeHO ganu
€QEKTHT Ha IyTacTEpH] 3a HaMaJIaBaHe 00EMa Ha IIPOCTATATA HITH CBBP3aHH C NMPOYUYBAHETO (PaKTOpH ca
NOBAHAIIH BbPXY PE3Y/ITATHTE B TOBA MPOYYBaHE.

ClieAHOTO € NOKIaABAHO B KIMHHYHM MPOYYBaHUA U NOCTMAPKETHHIOBAa yNoTpeda: KaplWHOM Ha I'bpAaTa
NpH MBbXKe (BX. TOuka 4.4).

[JoCTMapKEeTHHIOBH JAHHH

Hexenanvre JICKAPCTBEHH PCAKIHH OT NMOCTMAPKETHHI OBOTO HﬂﬁﬂlﬁﬂEHHe B LIEJIKUA CBAT Ca YCTAHOBCHH
OT CITOHTAHHUTE TIOCTMAPKCTHHIOBY AOKNAAN, NMOPpanH KOCTO peaiHATA YeCTOTa HE € M3BECTHA.

Llymacmepuo

HapyllleHus Ha UMYHHATA CUCTEMA
C HEU3BECTHA YECTOTA: AJIeprHYHH PEAKLIHH, BKJIIOYHTETHO 00pHB, CHpOEK, YpTHKapH,
OTOK M aHTHOEEM.

[ IcHxUYHH HapyLHeHHS
C HenaeecTHa yectoTa: denpechs

HapyHIleHHs Ha KO)KaTa M MOJKOXHATA ThKaH
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Heuectn: Anoneuns (3ary0a Ha oKOCMsIBaAHE, rNIABHO N0 TANOTO), XHIEPTPHXO3A.

HapyiieHHs Ha BB3NpoW3BOIUTETHATA CHCTEMA H MBPAATA
C HeusBecTHa vecTtoTa: bonka v moayBaHe Ha TECTHCHTE

Tamcynozun

[Io BpeMe Ha MOCTMAapPKETHHIOBOTO HAOMIO/IEHHE CHOOILEHHS 3a CHHAPOMA HA UHTPAONIEPATHBHO
aTOHH4YHHsA HpHC (IFIS), BapuanT Ha cMHApOMa Ha TACHATA 3eHMLA, NPH ONEPATHBHO JICYEHHE HA
KaTapakTa, C€ CEBP3BAT ¢ allda -aApEHOPELENITOPHUTE AHTATOHHCTH, BKIFOYHTEIHO TAMCYJIO3HH (BK.
To4ka 4.4).

OceeH TOBa, BbB BPb3Ka € YNOTpefaTa Ha TAMCYJIO3UH ¢4 JIOKJIA/1BAHH NMPEACHPAHO MBXISHE, APHTMHUA,
TAXHKapAUA, AHCITHEA, ENHCTAKCHC, 3aMBITIEHO 3PEHHE, HAPYILIEHHE HA 3PDEHHETO, EpUTEMA MYIITHPOPME,
eKC(OIMATHBEH IEPMATHT, HApPYLIEHHWE Ha eAKYIaLMATa, PETPOrpaIHa eAKYNALHs, JTATICA HA eSKYJIaLHs U
cyxoTa B ycTaTa. HecToTaTa Ha HE)KENAaHUTE PEakLHH H POAATE Ha TAMCYJIO3HH 33 TAXHOTO NPHYHHSBAHE
HE MOTaT Ja OBbJaT OTIPENCIIEHH ChC CHIYPHOCT.

CpoOulaBaHe Ha NOJO3HPAHH HEXETAHHW PEAKLIHH

Cho0lIaBaHETO Ha NMOJO3WPAHH HEKENIAHH PeaKkUMH Clle] paspeluasane 3a ynorpeba Ha 1eKkapcTBeHUS
MPOAYKT € BaXKHO. ToBa M0O3BONARA A1a MPOABLIDKU HAOCIIOIEHHETO HA CHOTHOLIEHHETO NMOJI3a/PUCK 34
JIEKApPCTBEHW NPOAYKT. OT MEJULIMHCKUATE CTIELIHAJIMCTH C€ H3MCKBA J1a ¢HODLIABAT BCAKA NOA03UpaHa
HEXKE/IaHa PeakUHa Ha:

HsneiHHTEIHA areHUMS MO NeKapcTBaTa
yi. ,,Jdamsx ['pyep” Ne §
1303 Codus

ten.: +35 928903417
yebcaiit: www.bda.bg

4.9 Ilpenosupaue

Hsama nanvvaH naHHM 3a npenoszupaxe ¢ Jyonapr. [IpeacraBeHara no-aoiy HHGOpMALIUsg OTpa3fBa
HATHYHATa UHPOPMaIIHA 33 OTOCIHUTE CHCTABKH.

ymacmepuo

[1pH M3nNHTBaHKA MPH AOOPOBONLIK ¢a MPHIAraHH €IHOKPATHH AHEBHHM JIO3H AyTtactepun a0 40 mg aHeBHO
(80 nvTH TepaneBTHYHATA A03a) B NPOALIDKEHHE Ha 7 AHH €3 3HAUWMH TIPOGIIEMH, CBBP3aHH C
OesonacHocTTa. IlpH KIHHUYHKWTE M3MHATBAHKMS HA YYaCTHHLMTE Ca NPH/AraHd J1034 OT 5 mg AHEBHO 34

6 Meceua 6e3 TOMBIHUTETHH HEXENAHH PEakUMHy CrpaMo HaGII01aBaHHTe TIPH TEPANeBTHUHH J103H OT

0,5 mg. Hama cneunduyeH aHTuaoT Ha RyTacTepua, NOpaay TOBa MPH MOAO3PEHHE 3a NPeaO3HPaHE
TpAOBa Aa ce Ha3HAYM NOAXOAALIO CHMITTOMATHUHO H NIOAXbPHKALLO IEYEHHE,

Tamcynosun

CrobiiaBano € ocTpo npeo3upaHe ¢ 5 mg Tamcynozud xuapoxnopua. Habmonasann ca octpa
XHIOTOHHA (CHCTOIHYHO KpbBHO HairaHe 70 mm Hg), nospbiiade u quapus, u ¢a JEKYBAHH C BIHUBAaHE
Ha TEYHOCTH KaTO MAUMEHTHT € H3NKCaH olle ChuMs AcH. [Ipu cnyyauTe Ha ocTpa XHNIOTOHHUSA chel

NOJIOKEHHE. AKO TOBA HE MOMOTHE, MOTAT J1a C& M3MOA3BAT 00EMO3aMECTHTENH U TIPH
Basonpecopu Tpadea na ce npocneaspa 61:6peqHa’ra tpyHKuHﬂ U Aa ce npuiara oouio

C INIA3MCHHUTC TIPOTCHHH.
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3a 3abaBaHe Ha pe3opbLMATa MOraT 4a ¢ B3EMAaT MEPKH KATO MpeM3BHKBaHe Ha MoBpbilaHe. [ IpH npuem
Ha roJIieMH KOJIHYECTBA NEKAPCTBO MOXKE [a C€ HaMpaBy CTOMALUHA MPOMHBKA H 14 C€ MPHJIOKAT aKTHBCH
BBIJIEH U OCMOTHYEH JIAKCATUB KAaTO HATPHERB Cy/Hpar.

5. ®APMAKOJIOrHYHU CBOMCTBA
3.1 dapMakoIHHAMHYHHA CBOHCTBA
(dapMaxoTepaneBTH4HA rpyna: Anda-aapeHopeuentopsu aHtaroductH, ATC kox: GO4CAS2

JlyTacTEpHI-TAMCYJIO3MH € XOMOHHALMA OT ABE JIEKAPCTRA: AYTACTEPHU, ABOEH HHXHOMTOD Ha 5 -
peaykrasara (3 APH) u TamCcynosuH XHapoXnopHa, aHTaroHHCT Ha Qi H Gid aApeHopeuentopy. Tesu
JICKapCTBa HMAT NONMBJIBAILM C€ MEXaHHU3MH Ha JACHCTBHE, KOHTO OBp30 NoaodpaBaT CHMNITOMUTE, NMOTOKA
Ha YpHHATa H HaManAaBaT PUCKa OT OCTPA 3a/IPHKKA Ha yprHaTa (O3Y) ¥ HeoOX0AUMOCTTA OT ONMEpPATHBHA
HaMeca 3a JIT1X.

Ayracrepua HHXMOHPa KaKTo THIN |, Taka ¥ THO 2 H30SH3NUMHUTE Ha 5 anda-peayKTa3aTa, KOMTO OTIOBapAT
3a MPEeBPBILIAHETO Ha TECTOCTEPOHA B AHXxuIpoTecTocTepoH (AXT). AXT € ocHOBHHAST aHApOreH,
OTTOBOPEH 3a HApAaCcTBaHeTO Ha npocrarta B pazpuTHeTo Ha JI1X. TamcynoznH nHxUOHpa oz W dig
aAPEHEPTUYHHTE PELIENTOPH B IMTANKUTE MYCKYAH HA IMPOCTATHATA CTPOMA M B LIMHKATA HA MHKOYHHS
Mexyp. IIpnbmusurento 75% oT a-peuenToprTe B pocTaTaTa ca OT CYOTHN Uia.

Hpunoocenue na oymacmepuo 3ae0H0 ¢ MamMcyrO3UH

[IpeacTaBeHUTE NO-N0NY AaHHH OTPA3ABAT HAJIMYHATA WH(OPMALIUA 32 IEUEHHE C MPHJIaraHe Ha
AYTAaCTEPH] 3a€HO ¢ TAMCYJIO3HH.

Hyractepun 0,5 mg/anesno (n =1 623), tamcynosun 0,4 mg/asesro (n =1 611) nan koMOHKaLKsA OT
aytacrepun 0,5 mg nmoc TamcynozuH 0,4 mg (n = 1 610) ca oLieHeHH NMPH MBIKE C YMEPEHO TEXKA /10
Tekka cumnroMatHka Ha JI1X ¢ obem Ha mpocTarara = 30 ml v cToiinocTi Ha PSA B rpannuMre ot

1,5 - 10 ng/ml B 4-roguIIHO MHOTOLIEHTPOBO, MYATHHALIMOHATHO, PAHAOMH3HPAHO, ABOITHOCIANO,
M3MHTBAaHE B napanenHy rpyny. [1pubnusnrenno 53% ot y4yacTHHLUHTE ca OHNH IeKyBaHH B MHHANOTO €
MHXUOHTOP Ha 5-anda penykrazata Hu anda)-agpeHOPELENTOPEH aHTAroHUCT. [TbpBHYHaTa kpalina
TOYKA 32 €(PHKACHOCT Mpe3 MbPBUTE 2 TOAMHH OT JISYEHHETO € Omiia npomsHa B cbopa mo International
Prostate Symptom Score (IPSS) - Mexxaynapoaen BenpocHuk 3a IpoctaTHata CuMnTomaTHka,

8- ToukoBa cucTeMa, ocHORaBala ce Ha AUA-SI ¢ fonbiduresniex BBIPOC 33 KAYEeCTBOTO Ha XKHBOT.
Bropuunute kpaitHy Touky 3a epHKaCHOCT npe3 2-Te FOAHHU ¢a BKIIOYBAIH CKOPOCT HA BHPXOBHA
YPHHEH noTok (Qmax) 1 obeMa Ha npocratata. KomOuHauusaTa ¢ nocTuraana sHauaMoct 3a [PSS or
Mecew 3 B cpaBHeHHE ¢ ayTacTepua ¥ oT Mecell 9 B cpaBHeHHe ¢ TaMcy/103HH. 32 Qmax xoMOUHanuUsATa e
MOCTHI'HATA 3HAYUMOCT OT Mecel 6 B cpaBHEHHME ¢ NyTaCTEPUA U TAMCYJIO3HH.

KoMOunHpaHeTo Ha AyTacTEpPHA H TAMCYJIO3HMH OCHTYPABa MO-TONAMO TTOAOOPEHHE HA CHMNITOMHTE, B
CPaBHCHHE C BCAKA OT CHCTABKUTE, MPHJIOXKEHA camocTosTenHo. Cnea 2 roayHy NeyeHue KoMOWHUpaKHaTa
TEpanHA € NoKa3ajia CTATHCTHYECKO 3HAYUMO CPEIHO NOJI00peHue Ha pe3yaTaTuTe oT cOOpOBETE Ha
CHMITOMUTE CIIPAMO U3XOAHATA CTOHHOCT € ~6,2 eIMHHIIH.

KopurupanoTto cpeaHo noaobGpeHne Ha CKOPOCTTA HA YPHHHHSA NOTOK OT H3XOAHHUTE CTOMHOCTH €
2,4 ml/cexyHna 3a eqHoBpeMeHHaTa Teparnus, 1,9 ml/cekyHna 3a aytacrepun M 0,9 ml/cekynna 3a

-2,] eAMHHLM 32 €/IHOBpPEeMeHHaTa Tepanus, -1,7 3a AyTacTepua U -1,5 3a TAMCYJIO3HH.
B CKOpOCTTa Ha YpUHHHA NOTOK H Bll ca ctaTucTrueckn 3HauMMH 3a KOMOWHHpaHaTa
CPaBHEHHE C MOHOTEpAITMA ¢ KOETO U A € OT JABETE JIEKAPCTRA.



ITbpBHYHATA KpaKiHa TOYKA 32 €PUKACHOCT NPH 4-TOMHIIHO JieYeHHE € Grna BpeMeTo A0 MbpPBHA CIy4ai
Ha O3Y w1 xHpyprudHa Hameca, cewspsana ¢ JIITX. Crnen 4-roauiuHo neyenHe, KOMOHHHpaHaTa Tepanus
CTATHCTHYECKH 3HAYUMO HaMaiaBa pucka oT O3Y unu xupypruuHa HaMeca, cBbp3aHa ¢ JIIX (65,8%
HaManeHue Ha pucka p < 0,001 [95% CI 54,7% no 74,1%]) B cpaBHEeHUE C MOHOTEPANHSA C TAMCYJIO3HH.
Cryuante sa O3V unn xupypruyna Hameca, cebp3ana ¢ X go Fogwuna 4 ca 6unu 4,2% npu
KoMOKHHpaHaTa Tepanua U 11,9% 3a tamcynosun (p < 0,001). B cpaBHenne ¢ MOHOTEpanHs ¢
ayTacTepu]i, KoOMOHHMpaHaTa Teparus Hamassaea pucka ot O3Y wiH XupypriuHa HaMeca, CBbp3aHa ¢
HIIX ¢ 19,6% (p = 0,18 [95% C1 -10,9% no 41,7%]). Cnyuaure va O3V unm Xupyprausa nameca,
cebp3ana ¢ JAI1X 1o I'onuna 4 ca 5,2% 3a myracrepua. |

BropHuHuTe KpaitHH TOYKH 32 eHKACHOCT cnel 4-roUIIHO JEUYSHHE Ca BKTIOUBAIH BpeMe 10 KIMHHYHA
rnporpecus (AeduHMpaHa karo cLekynHoct oT: IPSS snowaeane ¢ >4 Toukn, cny4an Ha O3V, cebp3aHo ¢
JAIX, nHKOHTHHEHUMA, HHEKUHA Ha NHkouHUTE Mhirma (UTI) v 6p0peuna HEAOCTATHYHOCT), MPOMSAHA
B International Prostate Symptom Score (IPSS), ckopocT Ha BbpXOBUs ypHHEH NOTOK (Qmax) U obeM Ha
npocTarara. IPSS e 8-Toukopa cuctema, ocnoBagalla ce Ha AUA-SI ¢ JonsiHATENIEH BBIPOC 32
KaueCTBOTO Ha XHUBOT. Pezyatarure cnen 4-roAMuIHo NeueHHne ca NpeAcTaBeHH no-a0mny:

[lapameTsp MoMeHT BBB BpeMeTo Kombunauusa | Jdytacrepua | Tamcynosun
O3V nnu Yecrora B Mecelr 48 4,2 5.2 11,92a
XUPYpPru4yHa HaMmeca,

c¢ebp3ana ¢ JIX (%)

KsuHuuHa Mecen 48 12,6 17,80 21.5a

nporpecus* (%)
IPSS (emnunm) [u3X0nHa CTOMHOCT] [16,6] [16,4] [16,4]
Meceu 48 (npoMsaHa OT U3XOJHATA -6,3 -3,36 -3,8a
CTOHHOCT)

Qmax (ml/sec) [M3x0aHa cTokHHOCT] [10,9] [10,6] [10,7]
Meceu 48 (npomsana OT U3XOAHATA 2,4 2,0 0,7a
CTOHHOCT)

Ofem Ha npocrarara | [M3x0/1Ha cToHHOCT] [54,7] [54,6] [55.8]

(ml) Mecew 48 (% npomsaHa ot -27,3 -28,0 +4,6a
H3XO0AHATA CTOHHOCT)

OGem Ha npexoaHaTa | [H3X0AHA CTOHHOCT] [27,7] [30,3] [30,5]

30Ha Ha npocTatara | Meceu 48 (% npomsaua or -17,9 -26,5 18,2a

(my# N3X0AHATA CTOHHOCT)

Hupekc Ha BnusHHe | [u3xonHa cTolHoCT] [5,3] [5,3] [5,3]
Ha JII1X Meceu 48 (npoMaHa ot U3xoaHaTa -2,2 -1,86 -1,2a
(BII) (equnMLm) CTOMHOCT)

PSS Bropoc 8 [M3x0nHa cToiiHocT] (3,6] [3,6] [3,6]
3npaseH crartyc, Mecei 48 (mpoMsHa OT H3XOAHATA -1,5 -1,36 -1,1a
Bbp3an ¢ JJI1X) CTOHHOCT)

SJIUHHULIH)

H3xoaHnTe CTORHOCTH Ca CpeHH CTOHHOCTH H NPOMEHH OT H3XOJHHTE Ca KOPHTHPAHH CPEIHH MPOMEHH.
* Knunuunara nporpecus e neduuupana xaro chBKynHocT oT: IPSS Browapate ¢ > 4 TOUKH, CTy4YaH Ha
O3Y, cebpaano ¢ JIX, unkonminenuus, UTI 1 650peuHa HeZlocTaThYHOCT.
# Mamepen Ha n3bpanu Mecta (13% OT paHIOMH3HPAHHUTE NALMEHTH)

Hymacmepuo
B Tpu aBYroaMiHu MHOrOUEHTPOBH, MHOTOHALIMOHAIHH, KOHTPOJIUPAHH ¢ TNauebo 1
KIHHHYHH M3NHTBAHHA 3a OLIEHKA HA ePHKACHOCTTA ¢a cpaBHgBaHU gyTacrepun 0,5 mg
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mauedo mpu 4 325 MBKe © yMepeHo Texka A0 TekKa cumnToMarrka Ha JIITX, ¢ obem Ha npocraTaTa
>30 ml ¥ croiinocT na PSA B auanazona 1,5 - 10 ng/ml. Bnocneacreue Te3U H3MUTBAHUS €A MPOABIIKHIH
C OTBOPCHO NPOIBIKEHHE A0 4 TOAMHM MPH BCHYKH MalMEHTH, KOWTO €4 OCTAHAJIM B NMTPOYYBAHETO U Ca
NpUEMAIIH ChliaTa f03a ayracrepua 0,5 mg. 37% oT nbpBOHAUYAIHO PaHAOMH3HPAaHUTE Ha rnauedo
nauueHTH H 40% OT nauxeHTHTe, paHAOMHU3HPaHH HAa JyTaCTEPHA, Ca OCTaHAIM B [IPOyYBaHETO 3a 4
roavud. Io-ronsama yact (71%) ot 2 340 y4acTHHLM B OTBOPEHOTO NPOABLDKEHHE €A 3aBbPLIKIH JBETE
JOTBIHHATENHH FOMHH HA OTBOPEHO JICUSHHE.

Hali-Ba)XHHTE NapaMeTpy 3a KIMHHYHA euKkacHOCT ca Gunin CHMIITOMATHYEH BHAEKC HA AMEPHKaHCKaTa
ypoJoru4iHa acouranms (American Urological Association Symptom Index, AUA-SI), BbpxoBus ypuHeH
norok (Qmax) 1 YecToTaTa Ha OCTPO 3aAbPKAHE HA YPHHA M XUPYpPrU4YecKa Hameca, cBbp3aHa ¢ JIX.

AUA-5] npeacrasnssa 7-roukos ppnpochuk 3a JIIX-cebp3anara cumnromaruka. Makcumanuuar cbop e
35. Cpeanusar uzxoneH cbop e 6uin npudbnusurendo 17. Cnen JedeHne B npoab/DKEHHE Ha 6 Meceua, eaHa
U JIB¢ rOJAMHH NAIMEHTUTE B FPynaTa Ha muaueto ca HManH cpeaHo NoaobpeHHe Che CHOTBETHO 2,35 2,5 U
2,3 TOoYKH, noKaTo B rpynara Ha Avodart nogoOpenneTo e 6un0 croTBeTHO < 3,2; 3,8 1 4,5 ToukH.
Paanukure Mexy rpynHTe ca ctaTUcTHYECKM 3HauuMu. [loaoOpennero no AUA-SI, rabniogarano npes
MBPBUTE JABE FOAWHH OT JBOMHOCHAIO JIEYECHHE, € MPOAbIDKHIOC H IO BPEME Ha IBETE JOMBIHUTE/HH
TOAMHH HA OTBOPEHOTO YALDKARAHE HA NMPOYUBAHUSATA.

Qmax (MakcHMaJIeH YpHHEH 1ebuT)

Cpennuar usxoaen Qmax B u3nuTBaHusTa € 6un npubavsutenno 10 ml/sec (nopManeH Qmax

>15 ml/sec). Cnex neuenne B NPOABIKEHHE Ha €1HA U JBE FOAHHH CKOPOCTTAa HA MAKCHMAIIHHS YPUHEH
aeOuT B rpynara Ha nnaueto e 6una nogodpeHa choretHo ¢ 0,8 u 0,9 mi/sec, a B rpynata Ha Avodart -
CbOTBETHO ¢ 1,7 1 2,0 ml/sec. Pasnukara Mexay rpynute € Guia CTaTHCTHUECKH 3HAYMMA 32 MECeLIUTe OT
I no 24. [loBHwaBaHeTO HA CKOPOCTTA HA MAKCHMANIHHUS YPUHEH 1e0UT, HAGII0AaBAHO NIPE3 MbPBUTE 2
I'OIMHH Ha IBOHHOCIIANOTO JICYEHUE, € MPOABIDKHIIO H Npe3 ABeTe AOMBIHUTEIHH FOAWHH Ha OTBOPEHO
npocieasiBaHe.

OcTpo 3abpKaHe HA YPHHA M XMPYPruyecka Hameca:

Cren n8yroaHIuHO JTE4EHHE YECTOTATA HA CIyMauTe C OCTPO 3aIbpXKaHe Ha ypuHa € 4,2 % B rpynara Ha
maiedo cnpaMo 1,8 % B rpynara Ha Avodart (57 % HamaneHde Ha pucka). Tasd pa3iuka e
CTAaTHCTHYECKH 3HaYMMa H O3HA4aBa, 4ye 3a Jia ce u3derne eauH cay4ai na O3V tpabea aa ce nekysat 42
naueHTH (95% CI 30-73) B npoab/okeHre HA J(BE€ TOAHHMU.

YecroTaTta Ha cebp3anara ¢ JII1X xupypruuna Hameca cien ase roavnu € 6una 4,1% B rpynara na
nnauedo u 2,2% B rpynara Ha Avodart (48% HaManense Ha prcka). TasH paznuka € CTaTUCTHUYECKH
3HaAYMMAa H O03HavyaRa, 4e¢ 3a J1a ce W30erHe eMH cCryyail Ha XHpypruvHa HaMmeca TpabBa aa ce Jiekyeart S|
nauueHTH (95% CI 33 - 109) B npoab/oKeHHE HA B FOIUHM.

PaznpefeneHHe HA OKOCMABAHETO
EdexTsT Ha ayTacTepua BHPXY PasnpeneNeHNeTO Ha OKOCMABAHETO He € OQHLMATHO NPOYUBAH 110 BPEME
Ha ¢aza Il nporpamara, o6ave, uxuGuTOpUTE Ha 5 anda-peaykrasara Moxe Ja HaMansT 3arybara Ha

KOCa M a AHOYLIHPAT pacTeka H NPH JTHL@ ¢ MBKKH THN 3aryba Ha koca (MbicKka aHIPOreHHa ajoneLus).

TuponnHa pyHKLIES

TuponnHara GpyHKLNs e OLEHEHA B e THOTOMHIIHO NPOYYBAHE NPH 3ApaBH Mbike. HuBata
THPOKCHH Ca CTaOWJIHM 1O BpeMe Ha JICUEHHETO ¢ AyTacTepu, HO HuBaTa Ha TSH ca nek
0,4 MCIU/ml) B cpaBHeHue ¢ nnaue6o B kpad Ha eqHorogumHOTO nedeHue. Twit kaTtoT
BapHaOKWIHH, cpeanute TSH croiinoctu (1,4 — 1,9 MCIU/ml) ocrasaT B pehepenTHH Ip
MCIU/ml), auBaTa Ha cBOGOAHNS THPOKCHH ca CTAGMITHH B pe)ePEHTHH MPaHHLIM H ca

riauedo W JIYEHUETo ¢ AyTacTepua, npomeHuTe npy TSH He ce CYMTAT 3a KIMHHYHO 3H
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AOKA3aTe/CTBA OT BCHYKH KIHHHYHH APOYYBaHHs, Y€ AYTACTEPU/ TIOB/IHABA HEMATHBHO THPOH/IHATA
hYHKLMA.

HorooOpa3yBaHusg Ha MJIe4HAaTa xne3a

B ABYrofMuIHM KIIMHAUYHE H3NMUTBaHUA, OCHIypsiBaiid 3 374 nauMeHTOroAMHH €KCTIOIALHA KbM
AYTACTEPHA, ¥ N0 BpeMe HA PErMCTPALUATA B ABYTOANIIHOTO OTBOPEHO MPOALIKEHHE, Ca JOKIIaIBaHH

2 cny4as Ha KAPUMHOM HA IbPATA IPH MBIKE MPH NALHEHTHTE, TIEKYBaHH ¢ AyTacTepua, H | cayqali npu
nauxeHT Ha 1anedo. B 4-ronqumanre npoyusanus CombAT 1 REDUCE, ocurypsasaum 17 489 nauvent-
FOJWHH €KCTIO3UUHA KbM JyTacTepua ¥ 5027 nauHEHT-FOAMHH €KCMIO3UUMA KbM KOMOHHaUKATA
AyTacTepyu M TAMCYJIO3HH, HAMA NOKIAABAHM CIIyYald HA KapUMHOM HA bpaara B TPETHPaHUTE IPyNu.

JBe cly4ai-KOHTPONHPaHH ENUIEMHONIOrHYHH NPOYyUBaHHUs, eqHoTo poseacHo B CAILl (n = 339 cnyuas
Ha KapLHOM Ha repaata U n = 6 780 kOHTpOM) ¥ Apyro B 0a3ara AaHHH HA 3[paBEONa3BaHETO Ha
Benukobpuranns (n = 398 cnyuas va kapiuHoM Ha repaata 4 n = 3 930 koHTpONH), He NOKa3BaT
YBEJIMYABaHE HA PUCKa OT PA3BUTHE HA KAPIHMHOM HA TBPAATa NPH MBXKE, CBBP3aH ¢ ynorpedara Ha

> ARIs (Bx To4ka 4.4). PesyntaThTe OT MbPBOTO MPOyUYBaHe HE YCTAHOBSBAT MOJIOKHTENIHA BPB3Ka 3a
KaplMHOM Ha rbpAaTa rpH MBXKE (pellaTuBeH pUCK NpH ynorpeba = 1 roAuHa npead AMarHOCTHLMPAHETO
Ha KaplHHOM Ha repjlata B CpaBHeHHe ¢ ynorpebda < 1 roguna: 0,70: 95% CI 0,34; 1,45). Ilpu BTOpOTO
poy4BaHe, NPHONU3UTENHOTO CHOTHOLIEHHUE Ha IUAHCOBETE 33 KAPUMHOM Ha rbpJaTa, CBbp3aH C
ynotpebara Ha 5 ARIs B cpaBHenne ¢ nmncata Ha ynotpeba e 1,08: 95% Cl 0,62; 1,87).

[TpuuMHHO-CIEACTBEHA BPB3KA MEKAY YECTOTATA HAa KapLIMHOMA Ha I'bPAATA IPU MBXKE H
NpOABJDKUTENHATA YIOTpeda Ha AyTacTEpHA HE € YCTAHOBEHA.

[MogpnugBaHe Ha MBIKKHA PEPTUHIHTET

EjextuTe Ha nyTactepua, npunaran B 103a 0,5 mg/IHEBHO, BLPXY XapaKTepUCTHKHTE Ha criepMmara ca
OLCHABAaHH NPH 3ApaBH J0OPOBONLM Ha Bb3pacT Mexay 18 v 52 rogunu (n = 27, npueMainu ayractepua
M n =23 miaueGo), B NpoAbILKEHHE Ha 52 CeAMMLIM H 24 CEIMHILIM AOITBIIHHTEIHO TPOC/eAsBaHe Cen
neyerrero. Ha 52-ta ceamuiua e Habmo1aBaHo CPeIHO MPOLUEHTHO HAMATABAHE CPAMO U3XOTHHTE Ha
0bmms OpoH CiepMaTo30HaH, 00eMa Ha CTiEpMAaTa ¥ Ha MOABIMKHOCTTA HA CNEPMaTO30HAHTE — ChOTBETHO
23%, 26% u 18% B rpynara, npueMaiua AyTacTepu/, cien KOPUTHpPAHe CIPAMO OTKIIOHEHHWATA OT
U3XONHHTE CTOHHOCTH IpH rpynara, npuemMaina mianedo. KoHueHrpauuara n Mmopdonornara Ha
cnepMata He ca nosjausHA. Cnen 24-Te ceIMHIM Ha NPOCAESASBAHETO, CPEAHATa MPOLICHTHA TPOMAHA B
O61MS OpOW HA CIEPMATO30MANTE TIPH IPYTATa, NMPHEMANE AyTacTepu/l, ocrasa ¢ 23% no-Hucka oT
M3XonHaTa. JIoKaTto cpeaHUTe CTOHHOCTH HAa BCHYKH TTApaMeTpH Npe3 LIOTO BpeMe OCTaBar B
PeepEHTHH PAHMIIM H HE OCTUTAT NIPEABAPUTEIHO OMNPENEICHUTE KPHTEPHH 338 KIIMHHYHO 3Ha4HMa
npoMsaHa (30%), npu ABaMa OT MBIKETE, MPHEMAITH IyTACTEPH/L, OPOAT Ha COepMaTO3OUANTE € HaMaJIAI
nopeye oT 90%, B cpaBHEHHE C M3XOAHHA, HA 52-Ta CEIMHLIA M YACTHYHO C€ € Bh3CTaHOBW Ha 24-Ta
CSAMHLA OT NEPHONA HA MPOCheasBaHe. Bh3MOXKHOCTTA 332 HAMAIABAHE HA MBIKKUS (PEPTUITHTET HE MOXKE
na 6bAe U3KITI0YEHA.

CopaeyHo-ChIOBH HEXENAHH peakLyH

B enno 4-rommmno npoyusane npu AI1X ¢ ayTacTepua B KOMOHHALMS ¢ TaMCYNO3HH TIpy 4 844 mbxke
(npoyusarero CombAT) uectorara Ha KOMOMHHPAHHA TEPMHH ChPAEYHA HEAOCTATHYHOCT B rpynara,
npuematia komOunauuara (14/1 610, 0,9%) e Guna no-BUCOKa, OTKOJNIKOTQ B KOATO U J1a € OT IPYIIUTE Ha
MOHOTEepanms: ayracrepua, (4/1 623, 0,2%) u tamcyinosuH, (10/1 611, 0,6%).

B otaenHo 4-roauiuso npoyusane nipa 8 231 mmke Ha Bb3pacT o1 50 10 75, ¢ npen
OnoncHA 3a KapUMHOM Ha NpocTaTara W M3XOAHH cToHHOCTH Ha PSA mexnmy 2,5 ng/j

*"ﬁ ﬁ‘#ﬁﬂnm?m
jHe NOKa3Rg"

Qi

BUCOKA MPH YIACTHUIUTE, npuemamﬂ aytacrepun 0,5 mg reansx nuesHo (30/4 10
NpH yyacTHHLHTE, npueMaliy nnauedo (16/4 126, 0,4%). Post-hoc aHannz Ha ToBa nb,.
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[10-BHCOKa Y€CTOTa Ha KOMOMHUPAHUS TEPMHH CHPALYHA HEJOCTATEYHOCT NPU YYACTHULIUTE, MPUEMAalIlH
€AHOBPEMEHHO AyTacTepu H anda -aapeHopenentopen auraronucet (12/1 152, 1,0%), B cpaBHeHHe €
YYaCTHHIIHTE, MPHeMalllH gyTacTepus be3 anda;-agpenopeucntopen aHtaronuct (18/2 953, 0,6%),
mauebo u angar-anpenopeuentope anraroHuct (1/1 399, <0,1%), unu mnauebo 6e3 anda, -
agpeHopelenToped aHtaroHucT (15/2 727, 0,6%).

B enuH Meraananuz ot 12 paHAOMU3HpaHHy, 11ale00- HAM KOMNAapaTop-KOHTPOJIUPAHH KIHHHYHH
npoy4saHHa (n = 18 802), ouecHABaLUM PHCKOBETE OT MOSBA HA CHPACYHO-CHAOBH HEKEAAHH PEAKLIMH NPH
ynotpedbara na gyractepu (Upe3 CpaBHEHHE ¢ KOHTPOJH), HE C& YCTAHOBEHH MOCIEA0BATENHH
CTATUCTHYECKH 3HAYHMH NOKA4YBAHMS HA PHCKA OT cbpacuHa HepoctarbyHocT (RR 1,05; 95% C1 0,71,
1,57), octop MHOkapaen undapkr (RR 1,00; 95% CI 0,77;1,30) uan uncynr (RR 1,20; 95% Cl1 0,88;
1,64).

KapuuHOM Ha rpocTtaTaTta M BACOKOCTENIEHHH TYMOPH

B enno 4-roaviiHo cpasneHue Ha mnauebo M qytacrepua npu 8 231 Mexe Ha BB3pact ot 50 10 75, ¢
NpeaLeCcTBallA HeraTHBHA OHOICHA 32 KapLIMHOM Ha NpOCTaTaTa M M3XOAHM CTOWHOCTH Ha PSA mexay
2,5 ng/ml n 10,0 ng/ml npu Mbxete Ha Bb3pacT ot 50 10 60 roauun, wnu 3 ng/ml u 10,0 ng/ml npu
MBKETE Ha Bb3pacT Han 60 roqwHH (npoyusaHetro REDUCE), 6 706 yyacTHULIM ca C HAJIMMHH AGHHU OT
ThHKOMINIeHa O0Moncus Ha npocTarara (1peAnMHO GHOMCHHW N0 MPOTOKOJA Ha MPOYUBAHETO) 3a aHAU3 3a
onpeaensHe Ha Gleason cOoposete. 1 517 nuna ca THArHOCTHLIMpaHH ¢ KapIIMHOM Ha MPOCTaTaTa B
NPOYYBAHETO. bONIKHCTBOTO OT ycTaHOBEHHTE upe3 OHONICHA KaPLUMHOMH Ha NMPOCTATATA B JIBETE
TPETHPAHH IPYIIH ¢a JUarHOCTHLUMPAHHU KaTo HHckocTeneHHH (Gleason 5-6, 70%).

YcraHoBeHa € no-eucoka yectora Ha Gleason 8-10 kapuMHOMM Ha IpocTaTaTa MpH rpynara Ha
aytactepu (n = 29, 0,9%), cpaBHeHa ¢ rpynara Ha mnauebo (n = 19, 0,6%) (p =0,15). B roaunu 1-2,
OposT na nnuara ¢ Gleason 8- 10 kapuunoMH € ¢X0/ieH pH rpynarta Ha ayractepun (n = 17, 0,5%) u
rpynara Ha raueto (n = 18, 0,5%). B roaunu 3-4, noseue Gleason 8-10 kapuuHomu ca
AWArHOCTHLIMPaHH B rpynara Ha aytacrepua (n = 12, 0,5%) B cpasHenMe ¢ nauebo rpynara (n = 1,

< 0,1%) (p = 0,0035). Hama Hanu4HKW JaHHM 3a edEKTa Ha AYTACTEPH 3a MOBEYU€E OT 4 TOHHH NMPH MbKe
C PUCK OT KapUHHOM Ha TipocTaTarta. [IponeHTbT HA yyacTHHLMTE, AHarHocTHLMpaHu ¢ Gleason 8-10
KapUHHOMH C€ 3ana3Ba B TEUEHHE Ha NIEPHOJUTE OT BpeMe B npoyusaHero (Fogunn 1-2 u l'onunu 3-4) B
rpynara Ha gyracrepua (0,5% BLB BCEKH nNepHOA OT BpeMe), I0KaTO NpH naailebo rpynara, NpOLEHTLT Ha
y4acTHHLUTEe, AMarHocTUUMpanH ¢ Gleason 8-10 kapunHoMu e no-HUCHK npe3 'oaunn 3-4, 0TKONKOTO
npe3 I'oannn 1-2 (< 0,1% cpewy 0,5%, croTeeTHO) (BXK. TOuka 4.4). HaMa paznuka B yectoraTa Ha
Gleason 7-10 kapuusomure (p = 0,81).

B 1OMbIHHTENHOTO 2-roAMIIHO NpocieagBaiio npoyueade Ha winureaHero REDUCE He ca yctaHoBeHH
HOBH ciry4aH Ha Gleason 8-10 kapuunomu Ha npocrarara.

B eano 4-roavmuo npoyusane npu JI1X (CombAT), kbAeTo HaAMa 381 b/DKHTENHH CIOPEA ITPOTOKONA
OMOICHH M BCHYKH JIHATHO3H Ha KapLIMHOMA Ha NpocTaTaTa ¢a Ha3upadi Ha GHOTNCKMH W3BBH NPOTOKONA
(Mpy HANTMYME HA KIIMHUYHH HHAMKALUMWHK 3a Guoncus), npouenture Ha Gleason 8-10 kapuunoM ca (n=8,
0,5%) 3a ayracrepun, (n = 11, 0,7%) 3a Tamcynosun u (n = 5, 0,3%) 3a kKOMOHHHpaHaTa Tepanus.

UeTupH pasjiHuHH eNHAEMUONIOTHYHH, NOMYAalMOHHO-0a3:paly Mpoy4BaHus (IBE€ OT KOHTO 0a3HpaHy Ha
obtiia norynauus ot 174 895, enno na monyaauns ot 13 892 u enxo Ha nomynauus ot 38 058) noxazsar,

EdexTH BLpXY CexcyanHaTa QyHKLIHA:
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Edextute Ha JyonapT BbpXy ceKCyaHaTa PHHKIMS ca OLICHEHH B JIBOHHO-CIATIO, Tuiangdo-
KOHTPONMHPAaHO H3MHTBaHe APU cekcyanHo akTHBHH Muxe ¢ JIITX (n = 243 lyonapT, n = 246 nnaue6o).
Cratuctnuecky 3naunmo (p < 0.001) no-ronamo HamanssaHe (BOLIABaHE) B CKOPa Ha CCKCYAIHHA
34paBeH BBIIPOCHHK 3a Mbie ¢ Habnroaasa Ha 12-ua mecel] B komOHHHMpaHaTa rpyna. Hamassisanero e
CBLP3aHO OCHOBHO C BJIOWIABAHE HA €AKYJIALHMATA U LUATOCTHOTO YAOBJIETBOPEHHE, OTKOAKOTO C
epeKiinaTa. Te3n eekTr He NOBNMABAT BH3NPHEMAHETO HA YYACTHULIMTE B U3NMTBaHETO 34 Jlyonapr,
KOATO € OW1a OLICHEHA ChC CTATHCTHYCKH 3HAYHMO NO-TONIAMa YAOBIETBOPEHOCT M0 BpeMe Ha
NPOABIAKHTETHOCTTA Ha M3MHUTBaHETO B cpaBHeHUe ¢ maedo (p < 0.05). Ilpu ToBa M3NUTBaHE Ce
MOABABAT HEKENIAHH PeaKkLHHU B CeKCyaiHaTa PyHKUMA 1o BpeMe Ha 12-MeCEYHOTO JICHEHHE H
NPHOTH3HTEITHO MOJIOBUHATA OT TAX OT3BYUABAT B NPOALDKEHHE HA 6 MeceLia Clie]l JIEUEHHETO.

KoMOunanmaTa JyTacTepua-TaMCcyJI03HH U MOHOTEPATTHSTA C IyTACTEPH] MOTaT Jia MpeaH3BHKAT
HEXKEJIAHH peaKlMH B cexcyasHaTa pyHKuHa (BiKTe Touka 4.8).

Kakro ¢e Habmozaasa v NpH ApYTrH KIIMHHYHK H3MHTBanus, BiounTento npu CombAT n REDUCE,
4YECTOTATA Ha HEXKC/IAHKWTE PEAKLIHK NO OTHOLLEHKE Ha CeKCyaTHaTa PYHKLUMS HaMaldBa ¢ TEYEHHE Ha
BPEMETO NPH NPOALIDKHTEIHA TEpanus.

Tamcynozun

TaMcynosun ROBHILIABA CKOPOCTTA HA BELPXOBHA YpHHEH noTok. Hamanasa obeTpyKUMATA Upe3 OTNycKaHe
Ha MaJIKHTe MyCKY/IH Ha MpOCTaTa K ypeTpaTa, Karo noaodpsaBa MUKIIMOHHHTE CHMITOMH. CBbLIO TaKa,
NIEKAPCTBOTO NOACOPABA CUMITOMUTE HAa CHXPAHEHHE, 32 KOUTO BAXKHA pONA UTpae HeCcTabHNHOCTTa Ha
MHKOYHHUA MeXyp. Te3H eekTH BbpXy CHMNIITOMHTE, CBbP3aHH C MPECTOA HA YPHHATA U BBPXY
MHKLIHOHHHTE CHMIITOMH C€ [TOAALPKAT MO BpEME Ha NPOABL/DKHTENTHA Tepanua. HeobxoaumocTra ot
XUPYPruyHa HaMeca Wik KaTeTepu3allis SHAMHTENHO ce 3a0aB4AT.

o l-aupeﬂopeuemopHHTe aHTAFOHHCTHU MOXKE 1a [TOHKAT KPBEBHOTO HANATaHe 4Ype3 HaMa/laBaHe HA
repugepHaTa pe3ucTeHTHOCT. He € HabmoaaBaHO KIHMHUYHO 3HAYHMO HAMAJIABAHE Ha KPbBHOTO
HanAraHe Mo BpeMe Ha M3MUTBAHUA C TAMCYJTO3HH.

5.2 dPapMakOKHHETHYNHH CBOHCTBA

JleMOHCTpHpaHa € OMOEKBHUBAIEHTHOCT MEXK/IY AYTACTEPHA-TAMCYJIO3HH U CBBMECTHO MPHIOKEHHE Ha
AYTACTEPHA H TAMCYJIO3HH KArNCY/H MOOTAESIHO.

IlpoBeneHo € npoy4BaHe 3a SHOCKBHBAJICHTHOCT C €AHOKpaTHA J03a Ha [Na/IHO M CNeJ XpaHeHe.
Habmoaasano e 30% Hamanenne Ha Cmax 33 ChCTABKATA TAMCYJIOZMH OT JYTaCTEPHI-TAMCYJIO3HH cnefl

XPpaHEHE B CPaBHEHHE CBC CTOMHOCTHTE Ha raaHo. XpaHaTta HAMA €deKT Bbpxy AUC Ha TamcyniosHH.

AbcopOuusa

JlyTacrepun
(lea nepopaneH MpHeM Ha €AHOKpaTHA 1032 AyTactepua 0,5 mg BpeMeTo A0 JOCTHIaHe Ha MaKCHMAITHH
KOHUCHTPAllWH Ha IyTacTepH B cepyma e 1 a0 3 vaca. AGcomorHaTa GUOHATIMMHOCT € NMPHOIH3HTENHO

60 %. broHanM4YHOCTTa Ha Ay TACTEPHT HE CE TIOBAMABA OT premMa Ha XpaHa.

TaMcynosun

abcopbumATa MOXKE A Ce NOCTHIHE ¢ NPUEM OT nauveHTa ua Jlyoaapr cies eAHo ¥ Ch
AcHA. TaMCy103HH NOKa3ea NPONOPUHOHAJIHA HA 1034Ta T1a3MeHa €KCHO3ULIH.

Cnen mpuem Ha €IHOKpaTHa 103a TAMCYJI031H CJIe/l XPaHeHe, IUIa3MEHHTe KOHLEHTPa
CTaBaT BbPXOBH CJIC]l OKOJIO 6 Yaca, B pABHOBECHO CHCTOSHHE, KOETO CE JIOCTHra Ha - 58
MHOTOKPATHOTO AO3HPaHe, Cpe/iHaTa paBHOBECHA Cmax npy NAUMEHTUTE € OKONO ABE T o p{)-ﬂncoﬁa =y
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OT JOCTHIHaTaTa CICA CAHOKpAaTHA 1034, BLHpEKH g€ TOBa € Haﬁmoaaﬂano NpH IMAHHCHTH B CTApUECKa
Bb3pacT, ChlllaTa HAX0AKAa OH ce oyaksana H NPH MMO-MJ1aaH IAalrlHCHTH.

PaznpenencHie

HyTtacrepnn

HyTactepra ima ronsm obem Ha pasnpeaenesne (300 go 500 |) v BUCOKa CTENEH HA CBBP3BAHE C
riiasMeHHTe NpOTeHHH (> 99,5 %). Cnen npuem Ha JHEBHA 1032 CEPYMHUTE KOHUCHTPaLIMH Ha
AyTacTepHua nocTvrar 65 % ot paBHoBecHara (steady state) KOHLeHTpaLua cnex | Mecer |
npubnusurenso 90 % cnep 3 Mecena.

Pasnobpechu (steady state) cepymuu koHuentpaunu (Css) ot npubamsurendo 40 ng/ml ce aocrurar cien 6-
MEce4eH npuem Ha 0,5 mg BeaHbK AHEeBHO. [IpeMHHABAHETO HA YTACTEPHA OT CepyMa B ClIepMara ¢
cpenHo 11,5%. |

Tamcynosun
Tamcynosun e cebp3an B 99% ¢ mnasMeHnTe NPOTEUHH pu Xopa. O6eMBT My Ha pasfpedeneHne e MaTbK
(oxono 0,2 I/kg).

buoTtpanchopmanus

Hytacrepnn

HyTacrepun ce meTabonusupa B ronsMa cTeneH in vivo. In vitro ayractepHa ce MeTaGoIn3Hpa OT
untoxpom P450 3A4 v 3AS5 1o TPH MOHOXHAPOKCHINPAHH METAGOIHTH H €MH AUXHAPOKCHIIHPAH
METadOMUT.

Cnen nepopasies NPueM Ha IyTacTephy B 4032 oT 0,5 mg AHEBHO N0 AOCTHIAHETO HA PABHOBECHA
koHLeHTpauns oT 1,0 % 10 15,4 % (cpeano 5,4 %) or npueTaTa 103a ce eKCKpPeTHpa BbB JeLeca KaTo
HEMPOMEHEH KyTacTepHa. OcTaHanaTa YacT ¢ EKCKPETHpa BbB (elieca rnoa popmara Ha 4 OCHOBHM
meTabonuTa, npeacrarngeamu 39 %, 21 %, 7 % u 7 % cBbP3aHH ¢ JIEKAPCTBOTO BEILECTBA, U

6 BTOpOCTENEHHH MeTabonuTa (BCEKH NpeICTABISBALY [TO-MAIKO 0T 5 %). B ypuHaTa npu YOBeKa ce
YCTAHOBABAT CamoO CAEAN OT HENPOMEHEN ayTractepua (no-manko ot 0,1 % ot posara).

TaMcyno3uH

He ce nabmopnasa eHaHTHOMeTpHYHA GHOKOHBEPCHS OT TAMCYN03HH XuapoxJiopua [R(-) uzomep] B S(+)
M30MED NpH XopaTta. TaMCyno3uH XHAPOXNOpya ce MeTaboNIH3Kpa B roJIAMa CTENeH OT nUToXpoM P450
CHIUMHTE B YepHUSR Apod U no-manko oT 10% oT No3aTa ce eKCKPeTHPa HENPOMEHEHA B ypUHATA.
Brnpeku ToBa, apMaKOKHHETHIHHAT Npodu1 Ha MeTaOOAHTHTE [IPH XOpaTa HE € YCTAHOBEH.
Pesynrarute in vitro nokassar, ye CYP3A4 u CYP2D6 yuacTBaT B MeTab0/1H3Ma Ha TAMCYJIO3MH, KaTO B
MaJIKa CTereH yqacTBaT W ApyrH CYP uzoeHzrumu. MHXUOHpaHETO Ha €H3UMHTE HA YEPHOAPOOHUA
MeTabOJIH3LM MOXKE [1a AOBEE A0 [MOBHILIEHA EKCNOZHLMA HAa TAMCYIO3MH (8X. Touku 4.4 1 4.5).
MeTaGonuTHTe Ha TAMCYO3UH XUAPOXIOPH] CC KOHIOTHPAT B TOJisiMa CTENEH A0 ITIOKYPOHHI AN
cyidar npean 6pOpeUHaTa eKCKpeLHA.

E1uMuBHUpaHe

HyTtacTepup,
EnHMHHHpaHETO HA AyTacTepu/ € A0303aBUCHMO H NMpoLiechT H3MTIEXKAa ce ONMCBA ¢ ABa YCTIOPEAHH BT
Ha CJTUMUHHPAHE - CIMHUAT HACHIIAEM B KJIHHHYHO PE/IEBAHTHH KOHUEHTpPALUMH, 4 APYIHAT -

HEHACHILAEM.
IlpH HHCKM CE€pYMHH KOHUEHTpaLUHMH ([10-Manko oT 3 ng/ml) AyTacTepHa ce eTUMHHHpa /T%
3aBHCHM OT KOHHUEHTPALMATA ITET HA €IUMUHKUPAHE, TaKa ¥ DO HE3aBUCHM OT KOHLICH T HAN
€JIHMUHHpaHe. EAHOKpaTHHTE 103 OT S mg WK [I0-MAJIKK 110Ka3BaT OOEKTHBHH JaH FRUPEHG, )
M KpaTKO BpeMe Ha TNONYXKHBOT OT 3 10 9 aHu. L |

PHECH (TBT HAS.
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Tamcynosuu
TaMCyno3uH U HETOBMTE META0ONHTH C& EKCKPETHPAT MIABHO ¢ YpUHATA KaTo okono 9% ot ao3aTa e noa
(popmaTa Ha HEMPOMEHEHO AKTHBHO BEILIECTRO.

Cltel ~HTPaBEHO3HO H NEPOPATTHO NMPHICKEHHE Ha PopMaTa ¢ HezabasHO 0CBODOKAABAHE BPEMETO Ha
MOJIy>KMBOT Ha TAMCYJIOZHH B IUIa3Mara € B paMKHTe Ha 5 a0 7 1aca. [lopaau creneH Ha pesopOLms-
KOHTPOJIMpaHa (PapMaKOKHHETHMKa C TaMCYJIO3HH KAICYJIH ¢ H3MEHEHO OCBOOMKAAaBaHe, SBHOTO BPEME Ha
NOTY)KHBOT Ha TAMCYJIO3HH clie XpaHeHe € 0koyio 10 yaca H B paBHOBECHO CbCTOSHHME € OKOJ10 13 yaca.

|lanmenTy B cTapyecka BL3pacT

HyTtacrepua
(DapMaKOKHHETHKAaTa Ha AyTACTEPHJ € OLICHEHA C/Ie/ MPUIIOKEHHE HA eAHOKpaTHA A03a AyTacTepua 5 mg

MpH 36 31paBH MbKE Ha BB3pacT Mexxay 24 M 87 roaunu. He e HaGnrogaBaHo 3HAUMMO BJIHAHHME HA
BBH3PacTTa BbPXY €KCMO3MIMATA HA AYTACTEPH, HO IIPH MBXKETE 104 S0-roamiliHa BE3pacT BPEMETO Ha
MOJTY>KHBOT € OWN0 no-kpatko. [Ipu cpagHerte Mex Iy NauHeHTH Ha Bb3pacT 50-69 roMHy ¢ MaLHEHTH
Haa 70-rogHiliHa BB3pacT HE € YCTAHOBEHA CTATHCTHYECKA PA3/IHKA MEX/y CTOMHOCTHTE Ha BPEMETO Ha
NOJYXHBOT.

Tamcynoswn

Kprcrocano npoyusaHe 3a cpasHsaBaHe Ha oOaTa excrnosuis (AUC) Ha TaMCYJIO3HH XHAPOXJIOPHA H Ha
BpPEMETO MY Ha HOJY>KHBOT MOKa3Ba, Y€ (papMaKOKHHETHYHATA AUCMO3ULHMA HA TAMCYJIO3HH XHIPOXJIOPH
MO3KE 11a € YIBIDKEHA [IPH MBXKE B CTApUECKA BH3pacT, B CPaBHEHHE ¢ MJTAJIM, 3APaBH MBbXe A00POBOJILIH.
BbTpelIHHAT KIMPBHC € HE3aBHCHM OT CBHP3BAHETO HA TaMCYA03HH xuHapoxiopua ¢ AAG, HO HaMangBa
C Bb3pacTTa. TOBa BOIM 210 MOBHINABaHe Ha oO1ara ekcrsuuMa (AUC) ¢ 40% mpH idua Ha Bb3pacT OT

53 10 75 roauHu, B cpaBHEHHE C THLIATA Ha Bb3pacT ot 20 10 32 roaHHH.

¥Yepexaaue Ha ObOpeunara QyHkuus

Hyrtacrepup

Biuanuero Ha yBpenenara 6n0peuna GpyHkius BbpXy (hapMaKOKHHETHKAT2 HA AYTACTEPH/ HE ©
npoy4eHo. Bee nak, B uoBertikara ypuHa ce ycraHosasat no-maiko ot 0,1 % or papHosecHuTe
KOHUCHTpallMH Ha 1032 gytacTepua oT (0,5 mg, KOETO 03HavaBa, Y€ He C& OYaKBa KIHHHYHO 3HAYHMO
NMOBHUIIEHHE HA MJIA3MEHHUTE KOHLIEHTPAIIUK Ha AyTacTepu]] NPH NalHeHTH ¢ O0b0peuHo yepek1aHe (BX.
TOuKa 4.2).

TamcynosuH

[1Ipn 6 nuua ¢ nexo Ao ymepeno (30 < CL < 70 ml/min/1,73 m?) uaH yMepeHo A0 TEKKO

(10 <CL& <30 ml/min/1,73 m?) yspexnane Ha 6b6peunaTta GyHKLMA M 6 mHLa 6€3 yBpexkaaHe

(CLer > 90 ml/min/1,73 m?) ca cpaBHeHn hapMaKOKHHETHYHHMTE MOKA3aTeNH HA TAMCYJIO3HH
xuapoxsiopii. Berpekn ye ¢ Habmoaaeana npoMsHa B 001aTa fmiazMeHa KOHIEHTPAUS Ha TAMCYNO3HH
XHAPOXJIOPHA BCIIEACTBHE HA TIPOMAHA B CBBP3BAHETO ¢ AAG, KOHUEHTPALUATA HA HECBbP3aHHA
(aKTHBEH) TAMCYJIO3MH XHAPOXJIOPHL, KAKTO H BTPELIHHA KIIHPEHC, ¢4 OCTAHANH OTHOCHTE/HO
noctosHuH. 1lopaau Tazu npUYMHA, NpU NALIHEHTHTE ¢ YBpex/IaHe Ha 6uOpeuHaTa QyHKUHS HE ce Haslara
NpoMsHa Ha [03aTa Ha TaMCYJIO3HH XHApoxJaopuA. Brnipekn ToBa, nauneHTH ¢ yBpexaane Ha OvOpeuHaTa
dbyukuns B TepmuHanes craguil (CL < 10ml/min/1,73 m?) ne ca 6uiu npoyuBaHH.

Vs aHe Ha YepHOAPOOHATA DVHKLIMA

Hytacrepun
BriuaHueTo Ha YBpexAaHeTo Ha 4epHOApOoOHATa QYHKUMS BEPXY GapMaKOKUHETHKATA
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MIA3MEHUTE HUBA Ha DYTAaCcTEPHU/ NPH Te3U MALWEHTH Aa O051aT NOBHIUIEHH, 4 BPEMETO HA MOTYKHBOT J1a
O1bae mo-auiro (BxK. Touku 4.2 u 4.4).

Tamcynosun

Hpu 8 1mua ¢ ymepena uepHonpobHa mucdyHkims (ctenen A U B no knacudukauusata va Child-Pugh) #
8 uua Oe3 yppexkaaHe ca cpaBHEHH (papMaKOKMHETHYHHUTE M0KA3aTENH HAa TAMCYJIO3HH XHAPOXIOPHA.
Bbnpeku ve e HabmonaBaHa MPoMsHa B 001IATA TUIa3MEHa KOHLIEHTPALMA HA TAMCYJIO3HH XHAPOXIOPHI B
CNEACTBHE Ha NMPOMAHA B CBLP3BAHETO ¢ AAG, KOHLEHTPaUMATA Ha HECBbP3aHHA (AKTHBEH} TaMCYIO3HH
XHAPOXJIOPH/ HE C€ € NPOMEHHIIA 3HAYMTETHO, KATO MPOMSHATA Ha BHTPELIHHS KIHPBHC HA HECBBP3aHHUA
TaMCYNO3HH XMAPOXNOopHA e yMepeHa (32%). [lopany Tasu npuurba, nNpu NalHeHTUTE ¢ yMepeHa
4EPHOAPOOHA AMCHYHKLUMS HE C€ Halara MpoMAHa Ha JA03aTa Ha TaMCYN03HH XHAPOXJIOpHA. TaMCyo3uH
XHUAPOXNIOpHA HE € NMPOYYBAH MPH NALUHEHTH ¢ TeXKKa HepHOAPOOHA JTUCPYHKLIHA.

3.3 IIpeakIHHHYHH JAHHH 33 6e30mACHOCT

He ca nposexaann npeHM4HNA u3nuteanua ¢ yoaapr. Jlytactepua H TaMCYIO3HMH XHAPOXJIOPH IO
OTACITHO Ca MPOYYEHH B MONsIMa CTENEH B TECTOBE 38 TOKCHYHOCT NPH KHUBOTHH, KATO JAHHHTE
CBOTBETCTBAT Ha M3BECTHHTE (PAPMaKONOrHyHH ACHCTBUA Ha HHXMOHTOpUTE Ha 5 anda-peaykrasara U
anpa|-aaApeHOPEUENITOPHHTE aHTArOHUCTH. JlaaeHaTa ro-aony HHQopMalMs OTpa3aBa HAIMYHATA
HHpOpMAaLK 32 OTAEIHHTE CHCTABKH.

Lymacmepuo

Hacrosmiure npoyusanus 3a 061Ia TOKCUYHOCT, FEHOTOKCHYHOCT ¥ KAHLIEPOTEHHOCT HE MOKa3Bar
HUKAKBB CeLMUYeH PHCK 33 YOBEKA.

[poyusanyg 3a penpoAyKTHBHA TOKCHYHOCT MPH MBXKKH [NIbXOBE MTOKA3BAT HAMAICHO TEJIO Ha
NpocTaTara H CCMCHHUTE MEXypUeTa, HaMalleHa CEKPELHs OT aKLIECOPHHUTE MOJIOBR #JIE3H U HAMAJIIBAHE
Ha MHICKCHTE Ha PpepTUanTETA (N0 NpHYHHA Ha dapMaKonorHuHus edext Ha AyTactepun). KnuHuunara
peeBAHTHOCT Ha TE3U HAXOJKH HE € W3BECTHA.

Kaxro u npn apyrs HHXHOUTOPH Ha 5-anda pefyKrasaTta npy MPWIOKEHHE Ha NYTACTEPU]] M0 BpEME Ha
recraluaTa € HabmonaBaHo GeMUHH3HUPAHE HA MBKKH (peTyc npH rrbXoBe H 3akiuu. Jyracrepua ce
YCTaHOBABA B KPBBTA HA XKEHCKH MIIBXOBE Cle/l YHPTOCBAHE ¢ MbXKKH, TPETUPaHH ¢ AyTacTtepHa. Koraro
OYTAaCTEPH] € MPHNAraH Ha IPUMAaTH 10 BpeME Ha recTaiuaTa He € HabmogasaHa peMUHH3aLMA Ha
MBbXKKH (PETYC OPH KPBBHA EKCTIO3ULIUS, NPEBULIABALLA B KOCTATHYHA CTENEH SKCMO3IMIMATA, KOATO Ou
HacThNWIa Ype3 HOBeIlKa cnepMa. Maliko BepoaTHO € MBKKH deTyc aa Obae NOBIHAH HEFATHRHO CAE]
npeaaBaHe Ha AYTacTEPUI 4Ype3 CliepMara.

Tamcynozun

[IpoyusanHa Ha 061LATa TOKCHYHOCT H FEeHOTOKCHYHOCTTA HE M0KA3BAT HUKAKbB ONpPEIe/IeH PHCK 3a
XOpaTa, pa3IMyeH OT CBBP3aHUTE ¢ PapMaKONOTHYHHUTE CBOWCTBA HA TAMCYJIO3HH.

B npoyuBanus 3a KAHLEPOreHHOCT MPH TUTHXOBE H MHLIKH, TAMCYJIO3HH XHPOXJIOPH BOIH IO
NOBHLIABAHE HA YECTOTATA Ha MPOJH(PEPATHBHH NMPOMEHH HA MJIEUHATA KJ1€3a NPY KEHCKHUTE JKHBOTHH.
Ta3u Haxo/ka, KOATO Hal-BEpOATHO CE MENHHPa OT XHIIEPNIPOJAKTHHEMHATA M € HabogaBaHa caMo npy
NIPUJIOKEHHUE HA BHCOKH A03H, C€ NPHEMA 34 KITHHHYHO HE3HA4YHMA.

BHCOKHMTE 103H TAMCYJI031H XHAPOXJIOPH]L BOJAT JI0 06paTUMO HamaissaHe Ha (epTH
TLTEXOBE, KOETC BEPOSATHO C¢ JB/DKH Ha MPOMEHH B ChABPIKAHHETO HA CiepMaTa Wi
eakynauMara. EQexture Ha Tamcynosun Bbpxy Opoa na cnepmarozouaure HiM dy
HE Ca OLIEHSABaHH.

lpunoxeHHeTo HA TAMCYJTO3HH XHAPOXIOPHI MPH GPEMEHHM JKEHCKH TDTHXOBE H 3
BHCOK& OT TepaneBTHYHATA, HE NIOKa3Ba JaHHH 3a PeTaHO yBpeKaaHe.

liyeve 2
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6. PAPMAINEBTHYHHA N1AHHHU
6.1 ChnHchx HA TOMOIMEATE BelWIECTBA

OOBHBKa Ha TBLPAATA KanNCyJia:
XHNPOMENO3a
Kaparenan (E407)
Kanues xnopug
Turanoe auokcua (E171)
HepeeH xkenezeH okcua (E172)
CeHeer sxbato (E110)
Bocwk kapHayba
LlapeBHYHO HHInECTE

CoeabpikaHHe Ha IyTaCTEPHA MEKa KeNaTHHOBA KaNCyna:
MOHO- ¥ AMITHUEPHIH Ha KaNPHIOBATA/KANPOHOBATA KHCENHHA
byrunxuapokcuronyon (E321)

OOBHMBKa Ha MeKAaTa Kancyna:

Kenatnu

[nuuepon

Turanoe anokcna (E171)

K xenezen oxenp (E172)
Tpurnvuepuns, cpeaHn Bepuru

JleluTHH (MOJXKe 14 CHIBPXKA COERO MAC/O)

TaMcynosun nenetu:
MukpokpucTanta uenysiosa
MeTakpunosa KHce/IMHA — €THIT akpriat xononumep 1:1 aucniepens 30 npoueHTa (ChaABPAKa CHIIO
nonmicopdat 80 u Hatpues naypuncyndgar)
Tank
TpHerHnor umrpar

Yepun mactuna (SW-9010 nnu SW-9008):
Llenak
I1ponunenrnukon

Yepen xenezen okcun (E172)
Kanues xuapokcua (camMo B yepHoTO MacTino SW-9008).

6.2 HecnemecTHMOCTH

Henpunoxumo.

6.3 Cpok na roanocr

2 roaAMHA

6.4 CoennanHn yc/i0oBHS HA ChHXPaHEHHE

Ja He ce cpxpanasa Haa 30°C.
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6.5 /laHHH 32 OIAKOBKATA

Henpoapaunn, 6ens OyTuiku ot nosmeruned ¢ sucoka nistHocT {(HDPE), ¢ nomunponuneHOBH Kanauky,
JAHIHTEHH Cpelly OTBAPSHE OT ZELa M MIOKPHTH ChC 3aNevYaTBallii JICHTH OT NOJIHETHICHOBO
TepMo3anensauo ponno:

7 TebpaH Kancynu B 40 mi 6yTrnka

30 TeepaM kancynu B 100 ml 6yrunka

90 TebpaM Kancynu B 200 ml 6yTHika

He BCHMUYKM BUAOBE ONMaKOBKH MoOrar Aa ObAaT MycHATH Ha masapa.

6.6 Cuennajny Npeanas’HH MepKH NPH HIXBLPJAHE n padoTa

HyTtacrepuj ce pe3opOMpa npe3 KoxKaTa W Nopaad Ta3u NpuyuHa TpaOsa xa ce H30iarea KOHTAKT C

NOBpE/EHN Kancynu. 1Ipy KOHTAKT ¢ noBpeeHH KancynH, 00J1acTTa Ha KOHTAKT Tpa0Ba /1a C€ H3MHE

He3abaBHO ¢ BOAA M canyH (BXkK. Touka 4.4).

Heu3non3paHuaT JEKapCTBEH NPOAYKT WK OTIIAABYHATE MAaTEPHANIA OT Hero TpA0Ba J1a C€ HIXBLPJIAT B

CLOTBETCTBUE C MECTHHTE 3aKOHOBH H3HCKBAHUS.

7. IIPHUTEXATEJ HA PAZPEINIEHHETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12 Riverwalk,

Citywest Business Campus,

Dubhin 24,

HUpnangusa

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20100347

9. [TATA HA ITBPBO PAZPEINABAHE/TIOJHOBSBAHE HA PA3SPEINIEHHUETO 3A
YIIOTPEBA

Hata na nepBo paspewasane: 02 wouu 2010 .
Hata Ha nocnenHo noaHopaBaHe: 21 o 2015 r

10. JATA HA AKTYAJIH3IHPAHE HA TEKCTA
04/2023
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