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iy f *.Hut ArERLUVY D NE *LIPFTPETH
1.  UME HA JEKAPCTBEHHH NPOAYKT Koo vapawmepucmina s npogykme  TiouAcwense 1|
Jytposen 0,5 mg / 0,4 mg TBBpAH Kancy.iu }.'..,__..wi - _éO/ ‘90 /99 Jvan
Dutrozen 0.5 mg / 0.4 mg hard capsules | PaspeweHue N
Ni- M
2. KAYECTBEH U KOJIMYECTBEH CBCTAB 07000HUE TV e

-

Bcsaka TBbpaa kancyna ceaspaka 0.5 mg ayracrepua (dutasteride) v 0,4 mg TamMCy103HHOB
xuapoxjopua (tamsulosin hydrochloride), (exkBuBanenTex Ha 0,367 mg TaMCyJI03HH).

[loMOLIHH BELIECTBA C H3BECTHO AEHCTBHE:!

Beska kancyna cbabpxka 299,46 mg nponuiaeHrIMkos MoHokanpuiar (eksuBayieHT Ha 112,80 mg
MPONMMWJIEHITIUKO) U CJIEAU OT NPOMUIIEHIJIHKOJ B YEPHOTO MACTHJIO.

Bcesika kancyna cvabpka 0,01 mg HaTpui.

ToBa nekapcTBO MOXKE ChABPIKA CJIE/IH OT COEB JICLIMTHH.

3a MbJIHUA CITUCHK HA NMOMOILLHHUTE BELIECTBA BUXKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
I'Bbpaa kancyna.

[IpoabaroBaTh TBBLPAM >KEJIATHHOBH Karicyau ¢ pasMepu 24,2 X 7,7 mm ¢ kadsaBO TaJI0 U OexoBa

kanauka ¢ Haanue C001 HaneyaTaH ¢ yepHO MacTUI0. Besika Kancyna cbabpiKa:

- Enna npoabiaroeara, Meka, )keJlaTHHOBA Karicyja Aytacrepua (npubausuresnHo 16,5x6,5 mm) cbe
CBETJIO XBJIT LUBAT MbJIHA C NMPO3pavyHa TEYHOCT.

- Ilpubnusurento 183,8 mg neneTn TaMcysn031H ¢ H3MEHEHO OCBOOOK1aBaHe Oesin 10 NoyTH Oelun
Ha LIBAT.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

- JleyeHue Ha yMEpPEHO TEIKKA /10 TEKKA CUMIITOMATHKA HA 100poKayeCcTBEHa NpocTaTHa
xunepnnaszus (J1X).

- HamansBaHe Ha puCKa OT OCTpO 3aabpkaHe Ha ypuHata (O3Y) U Xupypruyecka HaMmeca npH

MalMEHTH ¢ YMEPEHO TEXKKa 110 TeKKa cumnroMaTtvka Ha JUI1X.

3a uHGopmaLHus 3a ePEeKTHTE OT JIEYEHUETO W Pa3IMYHUTE IPYNH NALMEHTH, IPOYYEHHU B KIIMHUYHUTE
U3MUTBAHUA, MOJIS BUKTE TOYKA J.1.

4.2 Jlo3MpoOBKAa H HAYHH HA NPHJIOXKEHHE

110311 pomca

l'lpenc)pbanenHaTa n03a II,yTpoaeH el xancyﬂa (O.ﬁ mg 0.4 mg) Be/IHbK JIHEBHO.
Kbaero e ymectHo, JlyTpo3eH Moxe a ce M3M0JI13Ba 3a 3aMEeCTBAHE Ha CbBMECTHOTO MPHJIO

[MPOJAYKTA C LieJ1 YJIECHABAHE Ha JICYEHHETO.
Kbaero e KIMHHYHO YMECTHO, MOXKe 1a Objie 00chbKaaHa npsKa npoMsHa OT MOHOTEparl
JAYTAaCTEPH/lL MK TaMCYJIO3HHOB XHJAPOXJIOPHI KbM JlyTpo3eH.



brOpeuHo yBpexaaHe
BausHueTo Ha yBpeaeHata 6b0peuHa pynkuus BbpXy GapMakOKHHETHKATA Ha AYTaCTCpU/l-
TaMCYJIO3HH He € npoysBaHo. He ce ouakea HEOOXOAUMOCT OT NMPOMAHA Ha J03aTa 38 MALMEHTH C

650peuno yBpexxaaHe (Bxk. Toukn 4.4. 1 5.2)

YepHoapobHo yBpexaaHe
BnausHueTo Ha yBpeaeHaTa YyepHoapoOHa QyHKLUMA BbpXY (apMaKOKHMHETHKATA Ha

IYTAaCTEPHA-TAMCYJIO3UH He € MPOYUYBaHO, 3aTOBa JICKRPCTBOTO TPAOBa Aa ce MpHiara BHHMATEIHO
NpH NALKEHTH C JIEKO 10 YMEPEHO TEXKKO 4epHOApOoOHO yBpexaaHe (BIxTe Touka 4.4 1 Touka 5.2).
Ynorpebara Ha JlyTpo3eH NnpH NaUHEHTH ¢ TEXKO YepHOAPOOHO yBpexaaHe € NPOTHBONOKAa3aHa (B,
TO4Ka 4.3).

[leapaTpyyya nonynauus
JlyTacTepua-TaMCYJIO3HH € MPOTUBOTOKA3aH NPH NEHaTpHYHaTa nomynaius (Ha pbp3pact noa 18

rouHu) (B, Touka 4.3).

Havun Ha npHIokKeHHe

[TepopanHo npunoOXKeHUE.

Ha naumeHTHTe TpaOBa Aa ce AaAaT ykasaHUs Aa NOTTBLIAT KancyJ/HTe ueid, okono 30 MUHYTH cnen
€HO M CHIIO XpaHEeHe 3a ACHA BCeKH feH. Kancyaure na He ce AbBYAT WIH OTBApAT. KOHTaKTLBT Che
ChABPKAHHETO HA KaNCyJlaTa ¢ ZyTaCTEPUI, KOATO C€ ChAbPKA B KallicyjaTa ¢ TBbpJa oOBHBKaA, MOXe
Ja IpeAU3BHKa Jpa3HEeHE Ha opodapHHrearHaTa JTHraBHLA.

43 IIporasonoxKa3aHns

JyTpo3eH e NpOTHBOMOKA3aH 3a MPHIOKEHHE [PH:

- XenH, geua u HOWH (BXK. TOUKa 4.6 ).

- [lanMeHTH CBC CBPBXYYBCTBHTETHOCT KbM AYTACTEPHI, KbM APYTH HHXHOHTOPH Ha 5-anda
peayKTa3aTa, KbM TAMCYJIO3HH ( BKTIOYMTENTHO TAMCYJIO3UH-HHAYLIHpaHa aHTHOeIEMa), COA,
GBCTHUN WM KBM HAKO€ OT APYTHTE MOMOLLHH BELIeCTBa, H30pOoeHH B Touka 6.].

- IlaumeHTH ¢ aHaMHE3a 33 OPTOCTATAYHA XKUIIOTOHMA.

-  TlaumenTty ¢ TEXKKO YepHOAPOOHO yBpeXIaHe,
4.4 CpenHalHH NpeaAYNpexacHHI H NpeANa3HH MEePKE NPA ynorpeda

KomOuHHpaHaTa Tepanus TpaOBa ga ce npeanuiie cjiej BHHMATE/THA OLUEHKA Ha PUCKa OT MoJI3a,
NnopaiH NOTEHLIHANHHUA NMOBUILIEH PHCK OT HEXelaHH ChbOMTHA (BIIIOYHTENHO ChpAEUHa
HEAOCTATHYHOCT) M ClieH pasriexaaHe Ha alTEPHATHBHH Bb3MOXKHOCTH 34 JICYCHHE, BKIKOYHTEHO

MOHOTEpanus.

KaplyHOM Ha NpOCTaTATA M BUCOKO-CTENECHHH TYMOPH

[IpoyuBanero REDUCE, 4-roauinHo, MHOTO-LIEHTPOBO, PAHAOMU3UPAHO, ABOHHO ¢/1AM0, rnauedo -
KOHTPOJIMPAHO NpoyuBaHe u3ciaeasa edexra Ha gyractepua (0,5 mg AHEBHO NPH NMALMEHTH C BUCOK
PHCK 323 paK Ha npocrarara (BKIlouBalle Mbxe Ha Bpipact oT 50 no 75 roauuu ¢ HHBa Ha PSA ot 2,5
1o 10 ng/ml 1 HeraTupHa 6uoncug Ha npocraraTta 6 Mecela Npead BKIIOYBAHETO B NPOYYBAHETO) B
cpaBHeHuUe ¢ wianedo. PesynraTure oT ToBa NMpoyyBaHE MOKAa3BaAT NO-BHCOKA YecToTa Ha Gleason 8 -
10 xapuIMHOMH Ha NMPOCTATATA MPH MBKE, JeKyBaHU ¢ ayTacrepua (n=29, 0.9%) B cpaBHeHHE ¢
mnauebo (n=29, 0.6%). Bpb3kaTta Mexxay ayracrepun H Gleason 8-10 kapunHoMH Ha npocTarara He €
sacHa, CneaoBaTeNHO, MBXKETE, MPHEMALIM AYTaCTEPHA-TAMCYO3UH, TpAOBa Aa ObAAT OLIEHABaHM
PEAOBHO 32 NMPOCTATEH KapUMHOM (BX. TOYKa 5.1).

[IpocTaTHo-cneunduied aiTured (PSA)
CepyMHaTa KOHUEHTpALMA Ha APOCTATHO-CHEUMPHYHNS aHTHIeH (PSA) € Ba)XKEH KOMITOHEHT
YCTAHOBABAHETO HA KapLMHOM Ha npocTatata. Cnen 6-MeceyHO IEUEHHE, AyTaCTEpHI-TaM
BOAH JO HaMAaJIABaHE Ha CPeAHUTE CepyMHH HHuBa Ha PSA ¢ npubausurento 50%.

[Ipy nanyeHTUTE, NPpHEMALIK AYTaCTEPHA-TAMCYJIO3HH, TPpaOBa Ja ce yCTAHOBH HOBA, H3X
cTOMHOCT crniesl 6 MeceLa IeueHue ¢ JyracTepua-ramcynosud. [lpenopbysa ce pegoBHO N




Ha cToiiHocTHTEe Ha PSA cnep ToBa. Bcako noTebpaeHO NOBHIIABAHE OT HAl-HUCKOTO HHBO Ha PSA
[0 BPEME Ha JIEUEHHETO C AYTACTEPHA-TAMCYJIO3HH MOXE Aa e bener 3a HATHYHME HA KapLHHOM Ha
fIPOCTATa HWIH 33 HEMOBNHABAHE OT JICUEHHETO ¢ AYTACTEPHA-TAMCYJIO3HH, H TpAOBa J1a Ce OLIEHABA
BHMMATEJIHO, IOPH B C/Iyuaii e TAKHBa CTOHHOCTH €a BCE Olll€ B PAMKHTE H8 HOPMATHUTE CTOHHOCTH
33 MbXKE, HelmpHeMaluu S-anga peayKrazeH HHXHOMTOP (BX. Touka J5.1). [Ipn uHTepnpeTupaneTo Ha
croiiHocTTa Ha PSA 3a nalMenT, KOWTO npueMa XyTacTepHi, 3a CpaBHeHHe TpAOBa a ce NOoThPCAT
npeaAMILIHN CTOHHOCTH Ha PSA.

JleueHHeTO ¢ AYTacTePHI-TaAMCYJIO3HH HE MPEUH Ha U3NOJ3BaHeTO Ha PSA KaTto MOMOLIHO CPEACTBO B
NUArCHOCTHKATA HA KaplIMHOMA Ha NpOCTaTara ciiell YCTAHOBABAHETO HA HOBA M3XOAHA CTOHHOCT.
CepymHuTe HMBa Ha o014 PSA ce BpbllaT KbM M3XOAHHMTE CTOHHOCTH 10 6 Mecela ciiel
NpeycTaHOBABaHE Ha NeueHHeTo. CHOTHOWIEHHETO Mex Ay cBoboaHHA H obwus PSA ocrasa
NOCTOSHHO, I0PH NOJR BUAHHE Ha JyTACTEpUI-TAMCYN03HH. AKO NleKapaT H3bepe Ja H3moJi3Ba
OTHOCHTENHHUS MPOLIEHTEH Aan Ha ¢cBodoaHua PSA KaTo nOMOIIHO CPEeACTBO 3a YCTAHOBABAHE HA
KapLIMHOM Ha 1IpOCTaTaTa NpH MBKE, JIEKYBaHH ¢ AyTACTEPHA-TAMCYNIO3HH, HAMa Ja € Heo0xoauma
KOPEKLIUA Ha CTOHHOCTTa MY.

[Tpn naumeHTHTe TpAOBA Na c€ HanpaBy PEKTAIHO TYLIHMPAHE HA NPOCTaTaTa, KAKTo K ApYrH
H3CJIEBaHHA 32 THArHOCTHKA HA NMPOCTATEH KapLIMHOM WIH ApYrH 3ab0oasBaHus, KOUTO MOXE 11a
MPUYHHAT CbUIHTE cHMITOMH KaTto HIIX, npeau 3anouBaHe Ha JEYCHHETO ¢ AYTACTCPUA-TAMCYIO3HH,
KaKTO H IEPHOAMYHO CJIE]] TOBA.

ChpAeHHO-CBOBH HEXENAHH PEaKLIMK

B ase 4-roauuiHy KIHHWYHH NPOYYBaHHA, YECTOTATA HA ChPAEYHATA HEAOCTATHYHOCT (KOMOHBHUpaH
TEPMHUH 32 JOKJIaABAHU CLOUTUA, MMABHO CHPAECYHA HEAOCTATBYHOCT H KOHIeCTHBHA ChpAEYHa
HEOOCTATHLYHOCT) € MaJIKO [O-BHCOKA IPH JIHLATA, KOUTO NPHEMAT KOMOHHALMATa OT IyTacTEPHI H
andga,-aZpeHOPELIENITOPEH AHTArOHKUCT, INIABHO TaAMCYJIO3HH, OTKOJKOTO CpeA JIMLaTa, HenpHeMaliy
xoMOHMHauuaTa. Obaue, 4ECTOTaTa Ha ChpACYHA HEAOCTATHUYHOCT NPH TE3H U3IIHTBAHHUA € 110-HHCKA
BLB BCHYKH aKTHBHO JIEKYBAaHH rpPYNH B CPABHEHHE C 1u1aLedo rpynara, H ApyrH HaJIHYHH JaHHH 33
RyTacTepua Uik anda,-aapeHOpeLIeNTOPHHN AHTATOHHUCTH HE NOAKPEIAT 3aKTIOYEHHE 38 NOBHIIEHH
ChPAEHHO-CBIOBH PHCKOBE (BK. TOUka 3.1).

KapuuHoMm Ha rbpaaTa
HanuuyHM ca qoxnanH 3a KapLMHOM Ha rbpAaTta NPpH MbKe, MPUEMaLIH KYTACTEPH/ B KIIHHUYHH

NpOYYBAHHA H MO BpeMeE Ha TOCTMAapKETUHIOBUA Nepnoi. EnMaeMHonornyHu mpoyusaHus obaye He
OKa3BaT NOBHLIABAHE HA PHMCKA OT Pa3BHTHE HA KAPLIMHOM Ha IbpAATa [PH MbXKE MpH ynorpeda Ha 5-
anda peqyKrasHd HHXHOHTOpH (BX TouKa 5.1). Jlekapure TpabBa Aa HH(OPMHpPAT NALHEHTHTE CH Ja
NOKJIAABAT BEAHAra NpOMeHM B ThbKAHTA Ha I'bpJaTa, KaTo Oy4YKY WIM NOABa Ha CEKpPeET OT 3bPHATA.

b16peuHo yBRpexaaHe
JleueHHETO Ha MALIHEHTH C TEXKKO yBpexkaaHe Ha 6b0peunara pyHkUMs (KpEaTHHHHOB KJIMPBHC NOJA

10 ml/min) Tpabpa aa ce OCLIIECTBSBA ¢ NOBUUIEHO BHHMAHHE, ThH KaTO fIPH Ta3H rpyrna nauueHTH
HE ca MpOBEXAaHH KIWHHYHH H3MHTBAHHS,

XHIOTOHHSA
OptocratiuHa: [logoGHo Ha ocTaHanure anga;-aApeHOPELENTOPHH aHTarOHKCTH, N0 BpEME Ha
NeyeHHe ¢ TAMCYJIO3HH MOXKeE JIa ¢ce HaOJlloAaBa MOHWKABAHE HA KPBBHOTO HAJATAHE, PAJIKO BOAELIO
JIO0 CHHKOTI.

[TauyenTuTe, KOMTO 3aMOYBAT JICYEHHE ¢ AYTACTEPHA-TAMCYJIO3UH TpAOBa Aa ObAaT NpeaynpeacHy 1a
CeNHAT WIH A JIETHAT NPH ITbPBUTE CHMITTOMH HA OPTOCTATHYHA XHINOTOHUA (3aMaiiBaHe, ciabocT) 1o
OTLIYMABAHETO MM

3a na ce cBese 10 MHHMMYM Bb3MOXKHOCTTA 33 Pa3BHTHE Ha NMOCTYPaNHa XHUNOTOHHUSA, NALMEHTHT
TpaOBa na 6bAe XeMOAMHAMHYHO cTa0WwieH Ha andal -agpeHOPEUETTOPEH AHTArOHHCT Npean
3anouBaHe ynorpedbara na PDES nuxuburopu.

Cumnromatuuna: [lpenoppuBa ce NOBHLIEHO BHUMAHKE, KOraTo ajlga anpeHepruuHy OJIOK
ATE€HTH, BKIIOUYMTEHO TAMCYI03HH ce npuwiarat eanoBpemedHo ¢ PDES nHxuburopu (H
cwigeHadun, Taganadun, eapaeHadpun). Anda,-aapeHOPELENTOPHHTE AHTATOHKCTH K P
HHXHOUTOPHUTE Ca BA30JWIATATOPH, KOUTO MOXE Aa NOHMXKAT KPBBHOTO HanaraHe. Enx




ynoTpeba Ha Te3H Ba KJ1aca 1IeKapcTBa NOTEHUHAIHO MOXE a NMPHYHHHA CHMITTOMAaTHYHA XHITOTOHHS
(BXK. TOUKa 4.5).

CHHIpOM Ha HHTPAONEPATHBHO ATOHHYHUSA HPHC

[Tpy HAKOHM MALKMEHTH, KOHUTO CE JIEKYBAT NOHACTOALEM WIH ca OHH IEKYBaHH NPEM ¢ TAMCYJIO3HH,
Mo BpeMe Ha orepauysi Ha KaTapakTa € HabmogaBaH CHHAPOMBT HA HHTPAONIEPaTHBHO aTOHUYHHSA
upuc (Intraoperative Floppy Iris Syndrome - IFIS, BapuanT Ha cuHApOoMa Ha TacHaTa 3eHHLa). [FIS
MOXE /ia MOBUIIM PHCKa OT OYHH YCJIOXKHEHHS 110 BpEME Ha B chel onepauusTa. [Topaau tasm
NPUUYKMHA He ce MPENopbUBa 3aMo4BaHe Ha JICYEHHE ¢ AyTaCTEPHA-TAMCYJIO3HH TPH MAllHEHTH ¢
HACPOUCHA ONEPaLHA Ha KaTapakTa.

[To Bpeme Ha npeaonepaTHBHATA OLUEHKA XMPYP3UTE, H3BbPLIBAIIY ONEPALIMH Ha KATAPAKTa H EKHIHTE
odTanMos03y TpabBea Aa B3eMaT npeABU] AAJTH MALMEHTHTE MPHEMAaT WIH ca NMpHEMalH AyTacTepua-
TAMCYJIO3HH, 3a JIa C€ OCUTYPAT MOAXOAALIY MEPKH 3a oBiaassaHe Ha IF1IS no BpeMe Ha onepauuATa.
CriupaHeTo Ha nNpUeMa Ha TAMCYJIO34H | - 2 ceAMMLIM NpeaH ONEPALMATA Ha KaTapaKTa ¢ CMATa 34
[I0JIE3HO, HO PealHaTa NoJji3a U NPOABLDKUTENIHOCTTA Ha MEPHOAA OT BpeMe, 3a KOWTO JIEKApCTBOTO
TpAOBA Aa ce cnpe NMpenM ornepanuaTa Ha KaTapakTa, Bce OLUE HE ¢4 YCTAHOBEHH.

Huxnburopu Ha CYP3A4 u CYP2D6

EQHOBPEMEHHOTO MPUIIOKEHHE Ha TAMCYJIO3HHOB XUAPOXTOPpH] C MOLIHH HHXHOHTOPH Ha CYP3A4
(HanpyMep KETOKOHA30M), WM B MNO-MaJIKa CTENEH ¢ MOLIHN UHxubuTopH Ha CYP2D6 (Hanpumep
BapPOKCETUH) MOXKE [1a NOBHUILLN €KCMO3HIMATA HA TAMCYJIO3HH (BX. TouKa 4.5). CirieA0BaTeNHO
TAMCYJI03HHOB XHWAPOXJIOPH HE C€ MPEeNnopbYBa NMpH NauMeHTH, npueMamy MoueH CYP3A4
HHXHOHUTOP ¥ TpaOBa na ce M3NOoJI3Ba BHHMATE/IHO MPH NMAatiMEHTH, MpHeMainy ymeped CYP3A4
MHXHOUTOP, MolieH UK ymepeH CYP2D6 unxuburop, kombuHaums or CYP3A4 u CYP2D6
MHXHOYTOPH, WM MPH MaiMEHTH, 38 KOKTO € YCTAHOBEHO, 4e ca baBrM MeTabonuzaTopy Ha CYP2D6.

YepHonpobro yepexnane
JytacTepua-TaMCyJI03HH HE € MPOYUBaH MPK NaUMEHTH ¢ uepHoApoOHOo 3abongBane. [lyTacrepua-

TAMCYJIO3HH TpAOBa Ja ce npuiara BHUMATENTHO NPH MALMEHTH C JIEKO A0 YMEPEHO TEXKKO
yepHOAPOOHO yBpexkaaHe (BX. ToukHu 4.2, 4.3 1 5.2).

IloppeneHy Kancyax

HyracTepua ce pezopbupa npe3 KoxkaTa, Nopajy KOeTo KEHHTE, Aeluara H IoHomuTe Tpadsa na
H30ArBaT KOHTAKT ¢ NOBPEACHH Kancyyu (BX. Touka 4.6). AKO TOBa ce CITy4H, 0ONacTTa Ha KOHTaKT
TpaOBa He3abaBHO Aa ce H3MHE C BOJAA M CamnyH.

ITpoMEHH B HACTPOEHHUETO H AeTIPEeCHA
{Ipu mauueHTH, NEKyBaHH ¢ APYr nepopaneH S-anga peaykra3ieH HHXHOHUTOP, HMa CHOOLICHHS 3a

NMPOMEHH B HACTPOCHHUETO, BKIIIOUHTEIHO JEMPECHBHO HACTPOEHHE, NACTPECHS H, NO-PAIKO - CYHIIHAHA
uneanus. [lauvenTrre Tpadea Ja NOTLPCAT MEAHLMHCKA KOHCYITAUUA, B CITy4al 4e MpH TAX
BB3HHUKHE KOATO H 1a OWIO OT T€3H CUMITTOMM.

[1o0MOIIIHK BeLIECTBA.
ToBa nekapcTBO chabpxa no-manko ot 1 mmol HaTpu#i (23 mg) B Kancyna ,Taka ye Ha [TPaKTHKA €

,,0€3 HATpHI .

JIyTpo3eH chabpxa 299,46 mg nponKUneHrIMkon MoHokanpunar (exeupaneHT Ha 112,80 mg
MPOIMWISHIJTIMKOJ) BbB BCAKA KANCyJia ¥ CICAH OT MPONWIEHIIHKOJ B YEPHOTO MacTWIo.

Tosa nexapcTBO CHABPXA CNEAN OT COEB JICLMTHH. AKO CT€ aJIEPrUYHH KbM (BCTHUM WIH COf, He
H3MON3BANTE TO3M JECKAPCTBEH NPOAYKT.

4.5 BsaamozaeiicTBHe ¢ APYI'H JieKAPCTBEeHH NPOAYKTH B APYTrH GOpmMH HA B3aHMOAeHCTBHE




HAyTacrepua
3a uHpOpMALIMA OTHOCHO MOHHKABAHETO Ha CTOMHOCTHTE Ha cepyMHHs PSA no BpeMe Ha NieueHHe ¢

AYTacTepHA, KAKTO M 33 HACOKH 3a YCTAHOBSBAHE HA KAPLIHHOM Ha NMpPOCTATaTa, MOJIA BHXKTE TOUKA
4.4.

EdekTy Ha Apyry JekapcTea BbpXY PapMaKOKMHETHKATA HA AYTACTEPHU
JlyTacTepHn ce eTMMUHUpA IrNaBHO 4pe3 Metabonuanpase. /n vitro npoyuBaHHATA MOKa3BaT, Y€ TOBA

metabonuaupane ce katanuzupa ot CYP3A4 n CYP3A)S5. He ca npoBexnaHn HacoYeHH NpOYyUBaHHKs
13 B3aUMOJECHCTBHA ¢ MOINHH HHXHOHTOpKH Ha CYP3A4. Brnipeku TORa, NpK NOMYy/IaLHOHHO
bapMaKOKMHETHYHO MPOY4BaHE KOHUEHTPALMHTE Ha CEPYMHHA QyTacTepu ca OHAM CLOTBETHO
cpeano 1,6 no 1,8 mbTH No-BHCOKH NIPH MaMbk OPOH NMALMEHTH, NPH KOKTO ChbBMECTHO ¢ TyTACTCPHA
ca NpWiaraHy BepanamMui Wik auntnazeM (ymepeHH unxubnropu na CYP3A4 4 nHxHOHTOpH Ha P-
rMHKONPOTEUH), B CPABHEHHUE ¢ OCTAHAJIUTE MALIMEHTH.

[MpoaBLIDKHATENTHUAT IPHEM Ha KOMOHHALMATA HA JYyTaCTEPHUA C JICKAPCTBA, KOMTO Ca MOLLHH
HHXHOHTOpH Ha eH3uMa CYP3A4 (Hanp. puTOHaBHP, HHAHHABHP, HE(PA30/10H, HTPAKOHA30JI, KETOKOH
MPHUNOKEHH NEPOPATTHO), MOXKE Aa NOBULIH CEPYMHHTE KOHLICHTPALIMH Nna AyTacTepul. BeposTHOCTTA
33 OMWJIHKUTENTHO HHXUOHpaHe Ha 5-anda peaykrasara NpH MOBHIIEHa €KCNO3HLIKA HA JYTACTEPH/ €
Majlka, AkO obaye ce YCTAHOBAT HeXeJlaHH JIEKapCTBEHH PEaKLIMU, MOXke a ce 00ChAH HaMalABaHe
yecToTaTa Ha npvMeMa Ha ayracrepun. Tpabea na ce orbenexn, ye B cnydyadl Ha eH3IUMHO HHXHOUpaKe,
ABITOTO BpeMe Ha MOJTY»XHMBOT MOXE Ja C€ YABDKH AOMBIHHTENIHO H AOCTHTAHETO Ha HOBO
PABHOBECHO CHCTOAHHE MOXKE Jla CE MOCTUrHE CIe]] NOBEYE OT 6 Mecella CHITBTCTRALLO JIEUEeHHE,
[MpunoxenseTo Ha 12 g XONECTHPAMHMH €1MH Yac ¢Jed MMPHEM Ha €THOKPaTHA 1034 OT 5 mg
AYTacTEPHI HE € MOBIHAIO PapMaKOKHHETHKATa Ha YyTACTEPHA..

EdexTn Ha AyTacTepy/l BLpXY GapMakOKMHETHKATa Ha APYTU NIEKAPCTBA
B xiMHHYHO npoyuBaHe ¢ MAThK Opoil yHacTHHLM (n=24) B NPOALDKEHHE Ha 1BE CEIMHLIH NPH

3npaBH Mbxe, ayTactepra (0,5 mg AHEBHO) He € oka3an egeKT BbpXy PapMaKOKHHETHKATA Ha
TAMCYO3KH WIH Tepa3o3iH. ChLIO Taka, B TOBa NPOYYBAHE HE € yCTaHOBEHO hapMaKOIHHAMHYHO
B3AUMOCUCTBHE.

HyTactepu He noenusBa papMakOKHHETHKATa Ha BapdapvH WK JUIroKCHH. ToBa nokasea, 4e
nyractepun He nHxubupa/unayuupa CYP2C9 wiu TpancnopTHata Monekyiaa P-riMkomnporeun. In
Vitro NpoyuYBaHHATA 3a B3aMMOACHCTBIA NOKA3BaT, Ye AyTacTepua He uHXHOHpa eHauMHuTe CYP1A2,
CYP2D6, CYP2C9, CYP2C19 mnu CYP3A4.

TamMcynozun
CBBMECTHOTO NMPHIOKEHHE Ha TAMCYJIO3UHOB XHAPOXJIOPH] € IEKAPCTBA, KOMTO MOTAT Aa MOHHXKAT
KPBBHOTO HaNAraHe, BKIOuHTeNHo anecteTHun, PDES uHxuburopu v apyru anda, -
aJipeHOPELIeNTOPHH aHTArOHHCTH OH MOTJIO Aa AOBEAE A0 3aCHJICHH XHITOTEH3UBHH €eKTH.
JlyTacTepua-TaMcyJIo3uH He TpaOBa fa ce npunara B KOMOMHALMA ¢ APYTH andai-
AZPEHOPEUENTOPHUTE AHTArOHUCTH.

EnHOBpeMeHHOTO NPWIOKEHHE Ha TAMCYO3HHOB XHAPOXIOPH/ H KeTokoHa3oa (MoweH CYP3A4
MHXHUOUTOP) BOAM A0 NOBHIIABaHE HA Cmax 1 AUC Ha TAMCYI03HHOB XHIAPOXJIOPUA € KOSPHLIMEHT
CHOTBETHO 2,2 H 2,8. EAHOBPEMEHHOTO npWiIoKeHHe HAa TAMCYJI03MHOB XHAPOXJIOPHA H NapOKCETHH
(momeH CYP2D6 uaxuburop) Boau Ao nosuiiaBaHe HA Cmax H AUC Ha TaMCYN03HHOB XHAPOXJIOPH/L,
¢ xoedpuumenT crorBeTHo 1,3 1 1,6. [TogobHO noBuiLIaBaHe Ha €KCMO3HLIMATA ce ovaksa npu CYP2D6
OaBHH MeTaboNU3aTOPH, CPaBHEHH ¢ Obp3M MeTabONU3aTOPH NPH €AHOBPEMEHHO NPWIOKEHHE C
mowmeH CYP3A4 unxuGurop. Edektute oT ennospeMmerto npwioxkeHue Ha CYP3A4 n CYP2D6
MHXHOMTOPH C TAMCYJIO3MHOB XMAPOXJIOPH] HE Ca OLCHABAHU KIHHHYHO, 06aye € HATHLIE MOTCHUHAN
33 3HAUUTENHO MOBHILIABAHE HAa €KCTIO3HLIHATA HA TAMCYNO3HH (BX. Touka 4.4).

CbNBTCTBALLOTO NPHIOKEHHE HA TAMCYJIO3HHOB xuapoxaopua (0,4 mg) v uumernaud (400 mg Ha
BCEKM UIECT 4aca 3a LWeCT JHH) BOAH A0 NMOHIKaBaHe Ha KiHpbHca (26%) # a0 nosHiapane HA AUC
(44%) Ha TaMCyNo3dHOB XHApoxjopna. HeoOxoauMo e NoBHLIEHO BHHMAaHHE, KOraTo AYT:
TAMCYJIO3MH c€ npuaara B KOMOMHALMA ¢ UMMETHIHH. &
He e npoBexaaHo cretHGUYHO HIMTHTBAHE HA JIEKAPCTBCHHUTE B3aHMOJECHCTBHA NMPH CHEMEX
NpUWIOKEHHE Ha TAMCYJIO3HHOB XUAPOXJIOPHA H BapdapuH. PesyaTaTure oT orpaHuye F.E
vivo MPOYYBaHHUs HE JABaT ACHH 3aKkmouveHHa. JJuknodenak U Bapdapun, obaye, moran\ng




CKOPOCTTA Ha ENMMMHHpaHe Ha TAMCYJIO3HH. ENHOBPEMEHHOTO NPHIIOKEHHE HA BaphapHH K
TAMCYJIO3HHOB XHAPOXJIOPHA TPAOBA Aa € C NOBHINEHO BHHMAHHE.

He ca nabaonaranu B3aHMOACACTBHA TIPH €AHOBPEMEHHOTO NPHJIOKEHHE HA TAMCYI03HHOB
XHAPOXJIOPHJ C ATEHOJON, eHAnanpwil, HHpeIHNnuH WiH TeOQUNHH. EAHOBPEMEHHOTO NPUIOKEHHE S
dypo3eMH BOAH A0 NOHWAKABAHE HA NNA3MEHHTE HHBa HA TAMCYNO3HH, HO ThH KaTO HUBaTa OCTaBaT
B PAMKHTE H4 HOPMAITHKBTE IPaHNLH, SO3MpPOBKaTa He TpAOBa Ja ce KOpHIrHpa.

In vitro coboaHaTa paklLMA Ha TAMCYJIO3HH B YOBELLKA IUIA3Ma HE CE€ NMPOMEHS HHWTO OT AHA3enam,
HHTO OT MPOMNPAHOJION, TPUXIOPMETHA3H, XJIOPMAJHHOH, aMHTPHITTUIMH, AHKITO(EHAK,
riuGeHKIaMiUA U CHMBAcCTAaTHH. TaMCYJIO3HH ChLIO He MpoMeHs cBoboanuTe ppakumy Ha AMa3enam,
MPONPaHOJIOJ, TPHXIOPMETHAZHI K XIIOPMaAHHOH.

4.6 PepTHANTET, (PEMEHHOCT B KhpMeHe

Ynorpebara Ha QyTaCTEPHA-TAMCYIO3HH NPH KEHH € NMPOTHBONOKA3aHa. He ca npoBexaaHH
NpoyYBaHHA 38 YCTAHOBABaHE HA e(eKTa Ha JyTacTEPHA-TAMCYJIO3HH BbpXY OpeMEHHOCTTa,
KbpMeHeTO ¥ hepTunureta. JaneHara no- a0y UHGopMalus oTpa3sBa HATHYHATA HHPOPMALMA 32
OTAENHHTE ChCTaBKH (BXK. TOUKa 5.3).

bpeMeHHOCT

Kakto H ocTaHauTe HHXWOUTOPH Ha 5-anda peaykraszaTa, QyTacrepua HHXuOupa npeBpbINAHETO HA
TECTOCTEPOHA B IMXHAPOTECTOCTEPOH H 8KO € MPHWIOXKEH Ha xeHa, 6peMeHHa ¢ MbiKKM deTyc,
AYTacTEpHI MOXE Ja MOTHCHE Pa3BUTHETO Ha BLHLIHHTE MOJOBH OpraHH Ha getyca (BXK. Touka 4.4).
B cnepMaTa Ha J1HLa, NpYeMallld JyTACTEPK], C€ YCTAHOBABAT Ma/kH kolH4ecTBa AyTtacTepua. He e
M3BECTHO AANH MBbXKH deTyc me Oba¢ nOBNHsAH HETaTUBHO, KO MaliKkaTa HMa KOHTAaKT ChC ClepMaTa
Ha NALHEHT, 1eKYBaH C AYTACTEpH (PHCKBT 34 TAKOBA YBpPEXAaHe € HaH-ronsaM npe3 mopaHTe 16
cCeIMHLIH OT OPEMEHHOCTTA).

[TonobHoO Ha Bcuyku MHXUOMTOPH Ha S-anda peaykrasara, KOraro napTrHbOpKaTa Ha naluHeHTa €
bpeMeHHa WIH € BB3MOXHO Aa 3abpemeHee, ce npenopbyBa Ja Ce H3IOJ3Ba [IPE3EPBATHB 10 BPEME Ha
NOAOB aKT C LieJ1 Aa ce u30erHe KOHTAaKT Ha NapTHLOPKATa ChC CIIEPMATA HA NMAIIHEHTA.
[TprnoxkeHHETO HA TAMCYJIO3MHOB XHAPOXJIOPH NPpU OpeMEHHH KEHCKH TUTbXOBE H 3aHLIH He €
MOKA3aJI0 NaHHH 3a YBpPEXAaHe Ha Moja.

3a HHopMalKs OTHOCHO NMPEAKTHHHYHHUTE NaHHH BIXKTE TOYKA 5.3,

Ktpmene
He e u3BecTHO Janu QyTacTEPUA WIK TAMCYJI03UH C€ EKCKPETHPAT B KbpMaTa NpH Xopa.

DepTUNUTET

HMma croluieHus, ye JyTacTepyl NOBIHABA XapaKTCPUCTHKHUTE Ha cniepmara (HaMasnsBaHe Ha Opos Ha
CrepMaTo30ManTe, 006eMa Ha CiepMaTa M MOABKHOCTTA HA CNEPMATO30HAUTE) MPH 3IPaBH MbXe
(BX. TOuka 5.1). Bb3MOXHOCTTA 32 HAMAJISBAHE HA MBbXKKHA QEPTWIHTET HE MOXKe Ja Obje
H3KII0YEHA.

He ca ouieHaBaHH ¢(peKTHTE Ha TAMCYJ/IO3MHOB XHAPOXJIOPHA BBPXY OpoOsd Ha CNEPMATO30MAUTE WIIH
¢YHKUHATA Ha CiepMara.

4.7 EdekTn Bbpxy cnnocobnoctra 32 modpupane u pabora ¢c MAIIHAH

He ca H3BBpLIBaHH NPOYYBAHHUA 32 €PEKTHTE Ha AYTACTEPHA-TAMCYJIO3HH BBPXY CNIOCOOHOCTTA 32
wodupaHe u paborta ¢ MalIKMHH. Brrpeku ToBa, nauMeHTUTE TpAOBA Aa OBAAT HHPOPMHPAHH 32
BL3MOXKHATA MOABA H& CHMITTOMH, CRBP3aHH C OPTOCTATHYHA XHITOTOHHA, KaTo 3aMaiBaHe, 10KaTo

NMPUEMAT ZYTaCTEPHA-TAMCYJIO3HH

48 HexenaHn NeKAPCTBEHH PEAKIIHH

[IpencTaBeHHTe NO-AO0TY AAHHM Ca CBBbP3aHM ¢ NPUNOKEHHE HA TYTACTEPH] 38€THO C
4-roaMiIeH aHanH3 Ha npoyusaHeTo CombAT (KomOuHMpaHe Ha XyTacTepHl U TaMC
Combination of dutasterid and tamsulosin), cpaBHeHue Ha aytactepua (.5 mg ¥ Tamc




MPHIOKEHH BEAHBK AHEBHO 33 4 rOAMHM KaTO KOMOMHMpAaHa TEpaNMs HWIH KaTO MOHOTEPAItis.
JleMOHCTpHpaHa € OHO-eKBHBAaNEHTHOCT HAa AyTaCTEPHA-TAMCYNO03HH C €1HOBPEMEHHO PHIOKEHH
AyTAacTEPHA U TaMCYJIO3HH (BX. Touka 5.2). JlaneHa e HHGopMaLus K 3a NPOGHINTE HA HEXETAHH
peaxilHi Ha OTACTHHTE aKTHBHH BelLeCTBa (yTacTepun ¥ TaMcynosuH). ObbpHeTe BHUMaHHE, Ye He
BCUYKH HEXeJIaAHW PEaKLIMH, JOKIAABaHH 3a OTIEJHUTE ChCTaBKH, ca ChoOLLaBaHH NMPH AyTacTEPHA-
TAMCYJIO3HH M ¢a BK/IIOUEHH 3a HRGopMaLlHa Ha jiekapa, KOWTO NMpearnncBa 1€KapCTBOTO.

Jlanu# ot 4-roauuHOoTO Npoy4BaHe CombAT noka3sar, 4€ YecTorara Ha BCHUKHTE, OLEHEHH OT
H3CJIEAOBATE/IA KaTo JIEKAPCTBEHO-CBBP3aHH HEXXeNlaHH PeakliMH 110 BPEME Ha [ThpBaTa, BTOpAT4,
TPETAaTa ¥ YETBBLPTATA FOAHHA OT JIeYeHHeTO, ca OunK croTBeTHO 22%, 6%, 4% 1 2% 3a
koMOHHHMpaHaTa Tepanni JyTacTepuaA-TaMCcyNo3HH, 15%, 6%, 3% u 2% 3a MoHoTEpanuiTa ¢
nytactepua, 1 13%, 5%, 2% u 2% 3a MoHOTEpanugTa ¢ TaMcys103HH. [lo-BHCOKaTa 4eCTOTa Ha
He)KeNaHH JIeKapCTREHH PEaKUMK B TPynaTa Ha KOMOUHHMpaHaTa Tepariig nNpes MbpBaTa roquHa oT
JIEYSHHETO € CABP3aHA ¢ NMO-BHCOKA YECTOTA Ha HapYUIEHHS Ha BL3ITPOH3BOAUTEIHATA CHCTEMA, NO-
CMELIHAJTHO HAa HApYIIIeHHS Ha eAKyJauMsaTa, HabnonaBaHH NpH Taszy rpyna.

OueHeHHUTE OT M3CIIEAOBATENR KATO IEKAPCTBEHO-CBBP3aHH HEXENAHHU PeakiiHi H CHOOILEHH C
yecToTa OT 1% WIH noBeye 10 BpeMe HA MbpBaTa roAHHA OT ACYSHUETO, B npoyuBaHeTo CombAT,
KIMHHYHHTE NpoyuBaHHa ¢ MoHoTepanus Ha J{I1X u npoyusanero REDUCE ca noka3zanu B
TabnKUaTa no-aomy.

B nonbaHeHHe HEXEIAHHUTE €PEKTH HA TAMCYNIO3HH NO-QOMY €€ OCHOBABAT Ha HATHYHATA
HHpopmars B MyOIHMMHOTO NMPOCTPAHCTBO. UeCTOTHTE HA HEXKENAHUTE PEaKLHH MOXe Jia Ce
YBE/IM4AT, KOraTo ce H3noj3ea KOMOHHHUpaHa Tepanus

YecToTa Ha HeXKENaHUTE peakLUH, HACHTUGHUHPAHH B KNTHHHYHU NPOYYBAHUSA:

Yectu (> 1/100 no < 1/10), Hesectu ( > 1/1 000 no < 1/100), Peaxu(> 1/10 000 zo < 1/1 000), Muoro
peakH (< 1/10 000). BbB Bcska rpynupoBKa no CHCTemMo-opraiiu Kiacose (SOC), HexxenaHuTe
peakLMH ca NPeICTaBeHH B HU3XOAAUL pell N0 OTHOLUIEHHE Ha TAXHATa CEPHO3HOCT.

CucreMo-opranen Hexenanu UyracTepna- Hyracrepnn | Tamcyno3ns®
KJIAcC peaknHn TAMCYNO3HH"
Hapyuienus Ha CHHKOM - - Penxu
HEPBHATa CUCTEMA 3amaiiBane Yectn - Yectn
["naBobonue - - Heuectu
| CopaeuHu CospaeuHa
Hapyesis WAOCTATUNOT | Heweorn | Heveomn -
TepMUH')
[Tannurawmn - - Heuectn
CpA0BH HApYLIEHHA OprocTaTH4Ha
XHITOTOHMA - - HeuecTn
PecnuparopHy, rpbaHu| PHHAT
H MEIHACTATHH - - Heyect
HapyLICHHUS
CTroMalHO-4YpeBHH 3anex - - Heuectn
Hnapus - - Heuecn
['anene - - HeuectH
[ToBpbinane - - HeuecTl
Hapyweuns na AHruoenem - - Penku
KOXara H CuHApOM Ha
MOAKOXHATA ThKaH Stevens- Johnson ) ]
Yprukapus - -
O6pus - -
[pyputyc - -




HapylueHus Ha [Ipranu3bm - - HeyecTH

BB3MPON3BOJUTENHATA | IMNOTEHTHOCT YecTH YecTn® -
CUCTEMA M I'bp/aTa NpomeneHo

(HamaneHo) nubéuao’

YecTH YecT® -

Hapywmenus Ha
esKynauusTa >
HapywieHus Ha
MJICYHATA XJ1e38 °

OO01uM HapylIeHUA B | ACTCHHs

edeKTH Ha MACTOTO - - HedecTn
Ha MPHIOKEHHE

YecTH YecTH? YecTH

YecTH YecTu®

? JHyTacrepua-TamMcyio3uH: oT npoy4yeanero CombAT - yecToTHTE Ha HEXXENAHUTE PCAKIIHH
HAMAJIABAT MO BPEME Ha JICYEHHETO, OT 1-BaTa A0 4-TaTa roaHHa.

b JlyTacTepH/: OT KIHHHYHHTE MPOYy4YBaHHs ¢ MOHOTepanus Ha X,

° Tamcynosul: ot ocHOBHUA nNpodun Ha 6e3onacHoct B EC (EU Core Safety Profile) Ha
TaMCYJI03HH.

d Mpoyusane REDUCE (Bx. Touka 5.1).

‘ KoMOMHHPAHUAT TEPMHH ChpPACYHA HEAOCTATLHYHOCT BK/IIOYBA KOHTeCTHBHA ChpACYHA
HEROCTATHYHOCT, ChPACYHA HEAOCTATBYHOCT, JIEBOKAMEPHA HEAOCTATHEHHOCT, OCTPa ChpAEe4Ha
HEJIOCTATBYHOCT, KAPAHOreHEH LK, OCTpa JIEBOKAMEPHA HEAOCTATHYHOCT, AECHOKAMEPHa
HERAOCTATHUYHOCT, OCTPa ACCHOKAMEPHA HEAOCTATBHHOCT, KAMEpPHA HEAOCTATBYHOCT,
KapAVONYJIMOHAIHA HEAOCTATBYHOCT, KOHITECTHBHA KAPAUOMHOIIATHA.

¢ Bxmouga HanpeXXeHHE H yrojieMsaBaHe Ha MbpAMTE.

3 Teau HexenaHH peakLMH B CeKCyalHaTa (PyHKLMS C€ CBBLP3BAT C IEYEHHUETO ¢ AyTacTepPUa
(BKJIIOYHTETHO MOHOTEPANHA H KOMOHHALIMA ¢ TAMCYJIO3HH). Te3n HexkenaHH peakiiHH MOoXe Ja
NePCUCTUPAT Clie]l MPEYCTAHOBABAHE Ha NieueHUeTo. PosiaTa Ha OyTacTepu MO OTHOLIEHUE Ha TOBa
NEPCHCTHPAHE HE € U3ACHEHA.

’ Brirousa HaMalsBaHe Ha o0eMa Ha CriepMaTa.

JApyru JaHHH
[Ipoyusanero REDUCE noka3Ba no-sicoka uectora Ha Gleason 8 - 10 kapumHomH Ha npocrartara

pH MBXKETe, JIEKYBaHU C JYTAacTepH[ B cpaBHeHue c wauebo (Bxk. Touks 4.4 1 5.1). He e ycTanoBeHo
nany edeKkThT Ha AyTacTepH] 3a HaManssaHe obeMa Ha NPOCTATATA HIH CBBLP3aHH C NPOYYBAHETO
¢akTOpH ca NOBNHAIH BbPXY pe3yATATHTE B TOBA MPOYYBAHE.

CneaHoTo € AOKNaABaHO B KIMHWYHH NMPOYYBaHUA M NOCTMAPKETHHIOBa ynorpeba: KapLUMHOM Ha
repAaTa nNpu Mexe (Bx. Touka 4.4).

[TocTMapKETUHIOBH AaHHH
HexenaHure NeKApCTBEHH PEaKLIHM OT MOCTMAPKETHHIOBOTO HAOMIOIEHHE B LIESTUA CBAT €A
YCTAHOBEHH.

CHcTeMoO-Oopranen xaac YecroTa Hexenana peaknus
HapyiiieHua Ha HMyHHATa CHCTEMA C HeusBecTHa AJIEPru4HM peaxKLiHu,
YecToTa BKJIOUUTENHO 0OpHB, Chpbex,

YPTHKApHA, JOKAMH3UPaH OTOK
H aHT'HOCICM.

IlcuxuaTpuuHH HApYyLUEHHA C HeHn3BecTHa Henpecus
4yecToTa
Hapyiuenus Ha koxara Heuectu Anoneuns (3aryba Ha
I0AKOXHAaTa ThKaH OKOCMSABAHE, TNIaBHO N,
TAJIOTO), XHIEPTPHXQF2 N
3



HapyuieHHs Ha C Heu3BeCTHA bonka u noxypaHe Ha
BL3NPOU3BOAHTEIHATA CHCTEMA H 4ecToTa TECTHCHTE
rppaaTa

Tamcyrozun

[To BpeMe Ha NOCTMAapKETHHIOBOTO HabmoaeHue cboOlIeHHs 3a CHHIPOMa HA HHTPAONEPATHBHO
atoHH4MHHA Hpuc (IFIS), BapuaHT Ha CHHAPOMA Ha TACHATa 3€HHULIA, [TIPH ONEPATHBHO JICYCHHE Ha
KaTapaKTa, ce CBbP3BaT ¢ alda -aApeHOPELENTTOPHHTE AKTArOHHCTH, BKIIIOYHTEIHO TaMCYJIO3HH (BXK.
Touka 4.4).

OcpeH TOBa, BbB BPB3Ka ¢ ynoTpedara Ha TaMCYJIO3HH Ca AOKIAABAHH NPEACHEPAHO MBXKACHE,
APUTMHSA, TAXHKAPAHA, AUCTIHEA, EMUCTAKCUC, 3aMBIIICHO 3peHHe, HApYLICHHE HAa 3pEHHETO, epyUTeMa
MynTH(opMe, eKcHONUaTHBEH NCEPMATHT, HAPYILIEHHE Ha €AKYNALIHATa, PETPOrpanHa esKyJIaluA,
JIMTICA Ha €SKYJallMs U CyX0Ta B ycTaTa. YecToTaTa Ha HEXENMaHHWTE PEaKLIMH H POASTAa HA TAaMCYJO3HH
3a TAXHOTO MPUUYHHABAHE HE MOrar aa OsaaT onpeaeneHH ChC CHIypHOCT.

CrobuiaBaHe Ha NOAO3HPAHU HEXEIAHW PeaKluM
Crobuapanero Ha NoJ03HPaHH HEXENIaHK PeaKLIMM Ciiell paspelliagaHe 3a ynorpeba Ha NEKapCTBEHHUS
MPOAYKT € BaxkHO. TOBa NO3BONABA A& MPOAB/DKH HAOMHOACHHETO HA CHOTHOLIEHHETO MO3a/PUCK 3a

neKapcTBeHHA NPOAYKT. OT MEAHLIMHCKHTE CTIELIMATHCTH C€ H3UCKBA Aa ChODOLIaBaT BCAKA

NOLO3UpaHa HeXKeJlaHa peakuus ypes UannnHUTeNHa areHuMs no Jexkapcreara ya. ,.Jlamsau ['pyes”
No 8, 1303 Codus, Ten.: +35 928903417, yebceaiit: www.bda.bg.

4.9 Ilpeao3mpane

Hama HanduHH JaHHH 3a NpEeao3rpaHe ¢ QyTacTepva-TaMcyio3uH. [1peacraBenara no-gony
HHOpMaLHA OTpa3aBa HAUTHYHATA HH(POPMALHA 38 OTACTHHUTE ChCTABKHU.

AyracTepnja

[Ipu u3nuTBaHKA NpH JOOPOBOJILM ca NpHiaraHd €IHOKpaTHH JHEBHH J03M AyTactepua 1o 40 mg
nHeBHO (80 MbTH TEepaneBTHYHATA /103a) B NpoAb/DKEHHE Ha 7 aHK 6e3 3Ha4nMB npodnemMu, CBbp3aHH
¢ 6esonacHocTTa. [1pH KNMTUHHYHHUTE U3MMTBAHHMA HA YUYACTHULIMTE Ca NPUNAraHu JO03HM OT 5 Mg THEBHO
3a 6 Mecena 6e3 NONKIHHTEHH HEXXENaHH PeakLMi crpAMO HAOMOAaBAHUTE NTPH TEPANCBTHYHH AO3H
ot 0,5 mg. HaMa cneunduveH aHTHAOT Ha AYTACTEPHA, NOPadH TOBA IPH MOAO3PEHHE 34
rpeao3yupaHe TpaOpa na ce Ha3HAYM NOAXOAAIIC CHMIITOMATHYHO H MOAOBbPXKALIO JICYEHHE

Tamcyao3nn
CrobuiapaHo € ocTpo npeao3HpaHe ¢ S mg TAMCYN03MHOB XHApoxnopua. HabnmonasaHn XHNOTOHUSA

(cHcTONMYHO KpbBHO Hanarade 70 mm Hg), noBpbluaHe W AHAPHS, U €a JICKYBAHH C BIHBAHE Ha
T€YHOCTH KaTO MaLHEHTHT € H3NKCaH OLI¢ ChillKA AeH. [1pH cnyyanTe Ha OCTpa XMITIOTOHHA CNel
npeno3upaHe TpaOBa Ja €€ OCHUIYPH ChpAEYHO-ChAOBA NOAAPBKKA Ha NMalHeHTa. KpbBHOTO HansraHe
MOJKE 13 C€ Bb3CTAHOBH H CHPACHHHUAT PHTHM Aa C€ HOPMATH3HPa C MNOCTABIHE HA MAllHEHTA B
JIETHAJIO MTONIOKEHHE. AKO TOBA HE MOMOI'HE, MOraT Jia Ce H3MOA3BaT 00eM03aMECTHTEIIH H TNpH
HeoOXxoauMocCT Bazonpecopu. Tpabsa na ce npocnenssa ObOpeyHaTa QyHKLMA M Aa ce npuiara od1o
NOAALPKAINO NeveHne. Maiko BEpOATHO € AHANK3ATAa 1a MOMOTHE, Thbl KATO TAMCYJIO3HH € CBbp3aH
BbB BHCOKA CTENEH € TUa3MEHHTE NPOTEHHH.

3a 3abaBsHe Ha pe3opOLMATA MOTAT A C€ B3eMAT MEPKH KaTo fIPCAM3BHKBAHE Ha nospeillane, [pu

NPHEM Ha rOJIEMH KOJIMYECTBA JIEKAPCTBO MOXKE [1a C€ HANPAaBH CTOMALIHA [TPOMHBKA W Ja ce
MPHIIOXKAT AKTHBEH BBIJICH U OCMOTHYEH JIAKCATHB KAaTO HATPHEB cyndar.

5. ®APMAKOJIOTMYHU CBOHCTBA

5.1 ®apmaxoaHEAMHIHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: Y polorHiHH JieKapcTsa, aHTArOHHCTH Ha anda-agpeHope
ATC xon: GO4CAS2.




JlyTacTepHA-TaAMCYJI03HH € KOMOHHALMA OT ABE NEKAPCTBA: AYTacTepui, ABoeH HHXUOUTOp Ha 5-anda
penykraszata (5 APH) 1 TaMCyl03HHOB XHAPOXJIOPH, AHTATOHUCT Ha alda - 4 anda ¢-
afpeHopeuenTopH. Te3u nekapcTsa HMAT JOIMBJBALILH CE MEXAHHW3MH Ha NCHCTBHE, KOUTO OBp30
nonoOpaBaT CHMITTOMUTE, MOTOKA HA YPHHATA H HAMAJISBAT PUCKA OT OCTpa 3aJpHKKa Ha ypHHaTa
(O3Y) u HeobxoauMoCTTa OT onepaTHBHA Hameca 3a JIT1X.

JlyTacrepua HHXHOHMpa KakTo THN |, Taka ¥ TN 2 H30EH3IUMHTE Ha 5 anga-pexXyKra3ara, KOHTO

OTTOBApAT 3a NMPEBPBILUAHETO Ha TecTocTepoHa B AuxuapotectocTepoH (JIXT). AXT e ocHOBHHAT
aHJIpOTeH, OTTOBOPEH 33 HApacTBaHETO Ha NpocTaTa M pa3suTHeTo Ha AIIX. TaMcyno03uH uHXubUpa
anga,, ¥ andag aAPSHEPriYHUTE PELIETTTOPH B INIAKHTE MYCKYJIH Ha MpOCTaTHATa CTPOMa H B
1MifkaTa Ha NMUKOYHKA Mexyp. [1pubnuzurenno 75% or anda;-peuenropure B mpocrarara ca ot
cyoTHn anda;,

[IpunokeHHe Ha AYTACTEPHUA 3a€IHO ¢ TAMCYJI03HH
[peacTaBeHHUTE NO-A0NY JAHHHM OTPa3ABaT HANMYHATA MH(POPMAaLIHA 3a eYeHHe ¢ NPHIarale Ha

OYTAcCTEPHJ 3a€AHO C TAMCYJIO3HH.

NyTacrepun 0,5 mg/nuesHo (n = 1 623), Tamcyno3ux 0,4 mg/asesHo (n = 1 611) nnu koMOHHaLMg OT
aytactepua 0,5 mg rwmoc TamcynosuH 0,4 mg (n =1 610) ca oLieHEHH ITPH MBXKE ¢ YMEPEHO TEXKKa 10
Texkka ciMnToMaTnka Ha JII1X ¢ obem Ha npocraraTa > 30 ml u croitHocTH Ha PSA B rpaHuuuTe ot
1,5 - 10 ng/mL B 4-roaMIIHO MHOrO-LIEHTPOBO, MYJITHHALHOHAIIHO, PAHIOMHA3HPaHO, ABOAHO-CIIANO,
H3NHTBaHe B napanenHu rpynu. [Mpubnuswrenno 53% o1 yyactHHuuTe ca OMNH EKYBAHH B MHHAIOTO
¢ HHXMOUTOp Ha S-anda penyxrazara win anda;-agpeHOPELENTOPEH aHTaroHUCT. [1bpBHYHaTa
KpaiiHa Touka 3a e(pHKacHOCT Tpe3 MbPBUTE 2 FOAMHH OT JICUCHHETO ¢ Ouiia mpoMsiHa B cOopa no
International Prostate Symptom Score (IPSS) - MexayHnapoaen BuripocHuk 3a IIpocTaTHaTa
CuMnToMaTHKa, 8-TOYKOBa CHCTEMA, OCHOBaBalA ¢e Ha AUA-SI ¢ J0NMBJARKTENEH BBIOPOC 34
KaueCTBOTO HA XUBOT. BTOpHUHHTE KpaltHH TO4YKH 3a €(PHUKACHOCT MNpe3 2-Te FOJHHH €a BKIIOYBAIH
CKOPOCT Ha BbPXOBHMA ypHHEH NoTok {Qmax) u o6eMa Ha npocrarata. KoMOMHaLMATA € moCTUrHANa
3HayuMocT 3a IPSS ot Meceli 3 B cpaBHeHHe ¢ AyTacTepua # oT Mecell 9 B cpaBHEHHE C TAMCYJIO3HH.
3a Qmax koMOHHaLUMATa € NOCTHrHaJa 3HaYMMOoCT OT Mecel 6 B CpaBHEHHE ¢ AyTacTeEpUl U
TAMCYJ103HH.

KoM61BHpaHeTo Ha DyTacTepul U TaMCYJIO3UH OCHIYPSBA MO-TOJAMO NOA0OpEHHE HA CUMITTOMHTE B
CpPaBHEHHE C BCAKA OT ChbCTABKHUTE, MPWIOKEHA CAMOCTOATENHO. (el 2 rOAHHH JieMeHHe
KOMOHHHpaHaTa TepalHs € NoKa3ajia CTaTHCTHYECKO 3HAYMMO CpeAHO NOACOpEeHHEe Ha pe3yNITaTHTE OT
cOopoBeTe Ha CHMITTOMHTE CHPAMO H3XOAHATA CTOMHOCT ¢ -6,2 €AMHHULIA.

KopHrupaHoTo cpeiHO noaobpeHHe Ha CKOPOCTTa H& YPUHHHSA NOTOK OT H3XO/IHATE CTOHHOCTH ¢

2,4 ml/cexynna 3a eaHoBpeMeHHaTa Tepanns, 1,9 ml/cexyHaa 3a ayracrepua H 0,9 mi/cexyHna 3a
Tamcyno3uH. Kopurupanoro cpento nogodbperne na BPH Impact Index (BII) ot m3xoauure
CTOHHOCTH € -2,1 ¢AMHMLIM 33 eAHOBpEMEHHATA Tepanus, -1,7 3a nyractepua v -1,5 3a TaMCYI03HH.
Te3u nogobpeHns B ckopocTra Ha YpHHHHS NOToK H Bll ca cTarucTHueckn 3HaunMH 3a
KOMOMHHpaHaTa Tepanud B CpaBHeHUE C MOHOTEpaIlHs ¢ KOETO H Aa € OT ABETE EKapCTha.
Hamanenuero Ha obuius npocrateH obeM M 00eMa Ha MPEXOAHATA 30HA Clied 2 rOAMHH NeYeHHUE €
CTATHCTHYECKH 3HAUMMO 33 KOMOHHHpAaHAaTa TEparui B CpaBHEHME ¢ MOHOTEPANHA ¢ TAMCYIIO3HH.
[TepBHYHATA KpaiiHa TOUKA 33 €PHUKACHOCT NMPH 4 roAHIIHO NEYEHHE € OHIa BpEMETO A0 Mbpaus
cryvait Ha O3V wan xupyprudra Hameca, cebp3ana ¢ JIIX. Cnen 4 roauiHo nevenwue,
KOMOMHHpaHaTa Tepanysa CTATUCTHYECKH 3HAYMMO Hamaisea pucka ot O3Y Wiv XHpypruuHa HaMeca,
cebp3aHa ¢ JIIIX (65,8% namanenue va pucka p < 0,001 [95% CI 54,7% no 74,1%]) B cpaeHenue ¢
MOHOTEpanus ¢ TaMcyao3uH. CiayuauTte Ha O3Y unn XupypruyHa Hameca, cBbp3asa ¢ JAI1X 1o
l'onuna 4 ca 6unm 4,2% npu KomOuHUpaHaTa Tepanus u 11,9% 3a Tamcynosus (p<0,001). B
CpaBHeHHE ¢ MOHOTEpANMA ¢ yTacTepHa, KOMOMHHpaHaTa Tepanus Hamanasa pucka ot O3Y wiu
XHpYpriyHa Hameca, cBbp3aHa ¢ [IIX ¢ 19,6% (p=0,18 [95% CI -10,9% a0 41,7%]). Cnyuaure Ha
O3V wnmu xupypruvHa HaMeca, cebp3aHa ¢ JIIIX no ['onuna 4 ca 5,2% 3a gyracrepna.
BTopHuHHTE KpaHH TOYKH 33 €PHKACHOCT e 4 rOAHILHO JICYEHHE Ca BKIIOYBATH BPE
KNHHHYHA nporpechi (ae¢rHHpaHa KaTo ChBKYNHOCT oT: IPSS Brnomasane ¢ >4 touk
O3V, cbp3aHo ¢ JIIIX, uHKOHTHHERLKA, HHpEeKLMA Ha nHKkouHuTe MbTHLILa (UITIT) 1
HEeIOCTATBhYHOCT), NpoMiaHa B Intemational Prostate Symptom Score (IPSS), ckopoct
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ypHHeH NoToK (Qmax) ¥ 00eM Ha npocTaTaTa. IPSS e 8-ToukoBa cucrema, ocHopapaina ce Ha AUA-SI ¢
NONBLJIHWTENEH BBITPOC 32 KAYECTBOTO Ha KHMBOT. Pesynrature cnea 4-roauilHO JeYeHHUe ca

npeacTaBeHH NO-A0JY:

MapaMmeTnp MomenT 8B BpeMeTO .Kouﬁnﬂanna Hyracrepun|TaMcyno3ns
O3V unm xupypruyxa Yecrora B Mecen 48 4,2 5.2 11.9a
HaMeca, cBbp3aHa ¢ 11X (%)

Knuanuna nporpecus™ (%) [Meceu 48 12.6 17.8b 21.5a

IPSS (enyiHHLM) [M3X0IHa CTOHHOCT] [16.6] [16.4] [16.4]
Mecen 48 (npoMsiHa ot -6.3 -5.3 -3.8°
H3XOJHATa CTOHHOCT)

Qmax (ml/s) [M3xoaHa cTolHOCT] [10.9] [10.6] [10.7]
Mecen 48 (npoMsHa OT 2.4 2.0 0.7°
H3X0AHATA CTOHHOCT)

O06eM Ha npocrtarata (ml) [H3xonHa croiiHoCT] [54.7] [54.6] [55.8]
Mecen 48 (% npomsHa oT -27.3 -28.0 +4.6°
|H3X0QHaTA CTOHHOCT)

O0em Ha npexoaHaTa 30Ha  |[M3XOAHA CTOHHOCT] [27.7] [30.3] [30.5]

Ha npocTarara (ml)” Mecen 48 (% npomsana ot -17.9 -26.5 18.2°
W3XO0JHATa CTOHHOCT)

MHnexc Ha nusuye na JIX |[u3xomsa crofinoct] [5.3] 53] | [5.3]

(BII) (eauHuLH) Meceu 48 (npomsana ot -2.2 -1.8° -1.28
|M3X0qHaTa CTOHHOCT)

IPSS Bwnpoc 8 (3apaeen [M3Xx0aHa CTOHHOCT] [3.6] [3.6] [3.6]

craTtyc Bep3aH ¢ JIX) Mecel 48 (mpoMsiHa ot -1.5 -1.3 -1.1°

(eAMHHLIH ) M3XOAHATA CTOHHOCT)

HaxonHHTe CTOMHOCTH ¢a CPERHH CTOMHOCTH M NMPOMEHH OT H3XOAHHTE Ca KOPHTHPAHHK CPeaHH
MPOMEHH.

Kaunnunata nporpecus € aeduHHpaHa Kato CbBKYNHOCT OT: IPSS BnowasaHe ¢ > 4 TOYKH,
cnyuyau Ha O3V, cebp3ano ¢ AIIX, uskonTuaeHuud, U 1 6u6peuna HeaocTarbuHOCT.

" Usmepen Ha u3bpann mecta (13 % OT paHIOMH3UPAHUTE MALMEHTH).
| KoMmburHaumara e nocturiana 3HauuMocT (p < 0,001) cnipamo Tamcynosun npe3s Meceu 48.
b KomOuHatuaTa € nocriraana ssaunmoct (p < 0,001) cnpamo ayracrepua npe3 Meceu 48.

B Tpr ABYroAMHIHH MHOTO-LCHTPOBH, MHOIMOHALIHOHANTHH, KOHTPOJIHPAaHH ¢ Mauebo ABOHHO-cNeny
KJIHHUYHH H3NMATBAHWSA 33 OLCHKA HA €(pUKACHOCTTA ca cpaBHABaHU Aytacrepun 0,5 mg NHEBHO UK
nnaune®o npu 4 325 MbKe ¢ YMEPEHO TexKa 40 TeKKa cummrromMatuka Ha 11X, ¢ obem Ha npocrarara
> 30 ml u crofinocT Ha PSA B Ananasona 1,5 — 10 ng/ml. Bnocneacreyue Te3u H3NUTBaHHUA ca
NPOABIDKHIK ¢ OTBOPEHO NPOABL/DKEHHE 0 4 TOAHHH NPH BCHYKH NALHEHTH, KOUTO €8 OCTAHAJIH B
Npoy4BaHETO H Ca NPUEMANH chlllaTa fo3a gytacrepua 0,5 mg. B npoy4sanero 3a 4 roavHH ca
ocTaHanM 37% OT MbPBOHAYATIHO PaHAOMH3HpaHNTE Ha mnauehbo nauueHTn U 40% OT NauMeHTHTE,
paHAOMH3HpaHH Ha ayTactrepul. [lo-ronamMa vact (71%) ot 2 340 yyacTHHLH B OTBOPEHOTO
NPOIBHKEHHUE Ca 3aBbPLUWIH ABETE JOMbIHUTEIHH TOJUHH Ha OTBOPEHO JIEYEHHE.

Haji-pa)xuure napaMeTpH 3a KJIHHH4YHA eépHUKACHOCT ca Omnn CHMIITOMATHYEH HHACKC Ha
AMepukaHckaTa yposioridHa acoupauus (American Urological Association Symptom Index, AUA-
SI), BepxoBus ypuHeH NMOTOK (Qmax) U YECTOTATA HA OCTPO 3aAbPKAHE HA YPHHA H XHPYPrHYeCK
HaMeca. |

AUA-SI npencrasnasa 7-TouKOB BbIIpOCHUK 32 JII[X-cBbp3aHaTa CHMIITOMATHKA C MAKCH
35. Cpepunart usxoaeH coop e 6un npubnusurenyo 17. Cnea 6 Meceua, enHa U aAse m,uHHd
JleYEeHHE TIALIMEHTHTE B IPyNaTa Ha riale6o ca HMaTH Cpe/IHO NOAOOPEHHE ChC CHOTBETHO'
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2,3 TOUKH, JOKATO B IPYINAaTa Ha AyTacTepua noaodpeHneTo € 6uno cpoTBeTHO ¢ 3,2; 3,8 U 4,5 Toukn.
PaznukuTe MEKAY IPYIIRTE ca CTAaTMCTHUECKH 3HauMMH. [lorobpennero no AUA-SI, nabnronasano
fpes MbPBHUTE JBE FOJAUHH OT ABOWHO-CNANO JIEYEHHE, € MPOAB/DKUIO H MO BpEME Ha JIBETE
AOITKIHUTENHH FOAYMHH Ha OTBOPEHOTO YABIDKABAHE HA MPOYUBAHHATA.

Omax (Maxcumanen ypunex oebum)

CpennusT u3xoaeH Qmax B H3NUTBaHUATa € 61 npubnusuTtenHo 10 ml/s (HopmaneH Qmax > 15 ml/s).
Cnepn eiHa U ABe FOQHHH JIeYeHHe CKOPOCTTA Ha MAKCHMANHUA YPUHEH IeOUT B rpynara Ha ruiauedo e
6una nonodpena croTBeTHO ¢ 0,8 M 0,9 ml/s, a B rpynara Ha gyTacTepua- croTBeTHO ¢ 1,7 1 2,0 ml/s.
Pa3znukara Mexxay rpynuTe € 6iia craTucTiyecku 3Haunma ot Meceu | no Meceu 24. IosuiasaseTo
Ha CKOPOCTTa Ha MAKCHMANTHKA YPHHEH AeOUT, HaOnogaBano Npes MbPBUTE 2 rOAMHHA Ha ABOHHO-
CJAMNOTO AEUEHHE € MPOIBDKUIIO H NPE3 ABETE NOMbJIHUTEIHH F'OAHHH Ha OTBOPEHO MpocieasBaHe.

Ocmpo 3a0vporcane Ha YpUuHAa u Xupypeuiecka namecd

Cnen AByroauiHO NeyeHue yectorara Ha caydyante ¢ O3Y e 4,2% B rpynaTa Ha nnanebo crnpaMo
1,8% B rpynara Ha gytactepua (57 % HamaneHue Ha pucKa). Ta3u pasnuKa € CTATHCTHYECKH 3HaYHMA
U 03HAYaBa, ue 3a Aa ce u3berHe enun cay4aii Ha O3Y Tpadea pa ce nexysar 42 nauneHTH (95% Cl
30-73) B NpoaB/DKEHHE HA JBE MOAUHH.

YecroraTa Ha cebp3anara ¢ JIIIX xupypruuHa HaMeca ciel Ase roguHu € 6una 4,1% B rpynara Ha
rutaueto m 2,2% B rpynara Ha ayracrepun (48% namanenue Ha pucka). Ta3u paznuka e
CTaTHUCTHYECKH 3HaYMMa W O3HauaBa, ue 3a Ja ce n3derse eauH ciyvali Ha XHpypru4dHa Hameca TpiaOBa
na ce nexysat 51 nmauueHTH (95% CI 33 - 109) B npoas/pkeHHE HAa ABE TOAHHH.

Paznpeodenenue na oxocmasarnemo

EdexrbT Ha AyTacTEpHa BLPXY pasnpeacneHUETO Ha OKOCMABAHETO HE € OpHUKATHO NPOYUBaH Mo
BpeMe Ha ¢aza Il nporpamara, obaue uHxubHTOpUTE Ha S-anda-peayKrazaTa MOraT Aa HaMaJAT
3aryfaTa Ha Koca H Ja MHAYLIMpAT pacTexa it MpH JHLA ¢ MBXKKH THD 3aryba Ha koca (MBKKa
aHAPOTE¢HHA aJONeLHA ).

Tupouona pynxyus
Tuponanara GyHKLHMA € OLCHEHA B €AHOrOAHUIHO MPOYYBaHe NpH 3ApaBK MbXe. HuBara na

cBOOOIHHA TUPOKCHH ca CTAOWJIHH 110 BpEME Ha JIGUEeHHEeTO ¢ AyTacTepHl, HO HHBaTa Ha TSH ca neko
nosuiteHy (¢ 0,4 MCIU/ml) B cpaBHeHue ¢ ruiauedo B Kpas Ha €IHOTOAHUIHOTO JiedueHHe. Thi KaTo
TSH nuBata ca Bapnabunnu, cpegaure TSH croiinoctu (1,4- 1,9 MCIU/ml) ocrasaT B pedepeHTHH
rpaHHiiH (0,5 - 5/6 MCIU/ml), HuBata Ha cBOGOAHHA THPOKCHH ca CTaOWIHH B pedepeHTHH rpaHHLIM
H ca TonoOHH 3a nnauebo U TeueHUeTo ¢ QyTacrepua, npoMeHuTe npu TSH He ce cudTar 3a
KIHHHYHO 3HaYWMH, HaMma qoka3zaTencTBa oT BCHYKH KIHHUYHM [TPOYUBAHHUA, Y€ XyTacTepHA
NOBJIMABA HEFATHBHO THPOHIHATA PYHKLHA.

Hosoobpasysanun na maeunama xeaesa
B ABYroJUiliHH KIITHHHYHH U3MHTBAHHA, OCUIypsaBaly 3 374 naureHTO-roAMHH €KCNO3HLIMA KbM
AYTACTEPHA H 10 BPEME Ha PErUCTPaLMATA B ABYFOAHIIHOTO OTBOPEHO NPOALJDKEHHE, Ca ROKIaABaHH
2 coIy4as Ha KapLUMHOM Ha rbpAaTa NpH MEBXKE NPH MaLMEHTHTE, JICKYBAHH C QyTaCTEPHA,

nauMeHT Ha wianebo. B 4 roguinuTe npoyusaius CombAT n REDUCE, ocurypsasaum 17 489
rOJIMHH €KCNO3ULINA KbM ayTacTepua U 5 027 nauMeHTo-roAMHH €KCNO3KHLIMA KbM KOMOMHaLMATa
AYTACTEPHI M TAMCYJIO3HH, HAMa JOKJIaJBaHH ClTy4ad Ha KapLIMHOM Ha M'bpAAaTa B JIEKYBAHHTE IPYIH.
JIBe cny4aii-KOHTPOJMHPAaHH EMHACMHOIOTHYHH NPOYYBaHHKA, €aHoTo nposeaeHo B CAlLl] (n=339
CJIy4yas Ha KapLHHOM Ha repaara u n=6 780 koHTponu) u apyro B Oa3aTa AaHHU Ha 3APaBEONAa3BAHETO
Ha BennkoOpuTanuna (n=398 ciryyas Ha kapuBHOM Ha repiaTta U n=3 930 koHTponH), He NOKa3BaT
yBeJIHYaBAHE HA PUCKA OT pa3BMTHE HA KapLMHOM HA IbpAaTa NpH MbXKe, CBbP3aH ¢ ynotpedara Ha
ARIs (px. Touka 4.4). Pe3ynTaTvTE OT ITHPBOTO MPOYUYBAHE HE YCTAHOBABAT NOJOXHTENHA BpBb3Ka 3a
KapLIMHOM Ha I'bpAaTa NpH MbKe (penaTuBeH pUck npH ynorpeba > | roauna npeau -
IWArHOCTHLIMPAHETO HA KApLIMHOM Ha rspAaTa B cpaBHeHHe ¢ ynorpeba < | roauna: 0,70: 9
0,34 - 1,45). [Ipu rTOpOTO NpOY4YBaHe, MPUOJIU3INTENIHOTO CHOTHOLIEHWE HA LIAHCOBETE 34
Ha rbpAaTa, CBBP3aH ¢ ynotpebara Ha 5 ARIs B cpasrenune ¢ nuncarta Ha ynotpeba e 1,0
0,62 - 1,87).
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[TpuunHHO-CIEACTBEHA BPH3KA MEXKY HECTOTaTa Ha KADLIMHOMA Ha I'bpJaTa NpH MbXeE H
MPOAL/DKHTENHATA YIIoTpeda Ha AyTacTEPUA He € YCTAHOBEHA.,

IHosrussare Ha mvouckus chepmurumem

EdexmnTe Ha myracTepui, npwiaraH B 103a 0,5 mg/nHeBHO, BbPXY XapaKTepHCTHKHTE Ha CriepMaTta ca
OlLIeHABAHH NMPH 3ApaBK 100poBOALM Ha Bb3pacT MexXTy 18 u 52 roaunu (n=27 Ha gyTactepHa; n=23
Ha nauebo0) B NpoaAbKEHUe Ha 52 ceaAMHUM M 24 ceAMHUM JOMLIHHTENHO NMPOCACAABAHE Chel
neuenuero. Ha 52-1a ceamuua € HabmogaBaHO CPEaHO MPOLEHTHO HAMAIABAHE CIIPAMO H3XOAHHTE Ha
obiua 6poii cnepMaro3ouay, obeMa Ha ciepMara H Ha MOABMKHOCTTA Ha CNepMaTO30HIHTE
cboTBeTHO 23%, 26% u 18% B rpynarta, npHeMaiia QyTACTEPHA, CNIEA KOPHTHPaHE CIIPIMO
OTKJIOHEHHATA OT H3XOHHTE CTOHHOCTH NMPH rpynara, npyemMatua ruaunedo. KoHueHrpauusara v
Mop(ionorsaTa Ha crnepMara He ca noBJIHAHH. Cnen 24-re ceAMHIIN Ha NMPOCIECAIBAHETO, CpeaAHaTa
NpOLEHTHA NpoMAHa B 00K Opoi Ha criepMaTO3OHOWTE (MPH rpynara, npueMana KyTacTepHa,
ocrasa ¢ 23% no-HHCKa OT H3xoaHaTa. JJokato cpeaHydTe CTOMHOCTH Ha BCHUKH INMapaMeTpH npe3
LLIOTO BpEME OCTaBaT B pedepeHTHH MpaHMLM H HE OCTHraT NMPEABAPUTEITHO ONPEAENIEHHTE
KPHTEPHH 3a KIMHHYHO 3Ha4yuMa npoMaHa (30%), npu npaMa OT MBbKeTe, PUEMAITH Oy TACTEPH,
OposT Ha cepMaTO30MAUTE € Hamanan nosede oT 90%, B cpaBHEHHE C U3XOMHUA Ha 52-Ta CeAMMLIA U
4YaCTHYHO C€ € Bh3CTAHOBHII Ha 24-Ta ceIMHLIa OT NMEPHOAa Ha npocneasasale. BL3IMOXKHOCTTA 32
HaMANABaAHEe HA MBXKKHA QEepTHAMTET HE MOXe Aa Oble U3KITIO4EHA.

CopOoeuro-Cb008U HEXNCENaNU Peakyuu

B eano 4-rogmiuiHo npoy4sane npd JIIX ¢ gyracrepun B koMOUHalug ¢ TaMCyno3uH nipu 4 844 Mbxke
(npoyuBaneTro CombAT) yecToTraTta Ha KOMOMHHpaHHA TEPMHH CLPACYHA HEAOCTATHYHOCT B Ipynara,
npuemMaila kombunauusTa (14/1 610; 0,9%) e 6wna no-Bucoka, OTKONKOTO B KOATO H Ja € OT IpyIHTE
Ha MOHOTepamnHi: xyracrepun, (4/1 623; 0,2%) u Tamcynosun, (10/1 611; 0,6%).

B oraenso 4-roaMinHo npoy4BaHe npH 8 231 Mmexe Ha BBb3pacT oT 50 g0 75 ¢ npeawecTealna
HeraTMBHa OHOTICHA 3a KapLUMHOM Ha MpOCTaTaTa U U3XOAHHW cTolHOCTH Ha PSA Mexay 2,5 ng/ml u
10,0 ng/m] npu MexeTe Ha Bb3pacT ot S0 10 60 roguny, win 3 ng/ml 1 10,0 ng/m] npu Mbxere Ha
Bb3pacT Hag 60 rogunm (npoyusaHeTo REDUCE), yecToTaTa Ha KOMOMHHpaHHUA TEPMHH ChPIEYHA
He0CTATBUYHOCT € M0~ BHCOKA NPH YYaCTHHUMTE, NpveMalll ayrtactepun 0,5 mg BeIHLK JHEBHO
(30/4 105; 0,7%), OTKONKOTO NpH yHacTHHLIHTE, npueMawy rauedo (16/4 126; 0,4%).Post-hoc
aHAIN3 Ha TOBAa NPOYYBAHE NOKAa3Ba O-BHCOKA YeCTOTA HA KOMOHHHPAHHA TEPMHH CHpPACYHA
HEJOCTATBYHOCT MPH YHACTHULIMTE, MPHEMAILH €AHOBPEMEHHO AYTAacTEPHUA H anga,-
aapeHopeuenropeH aHtaroHucrt (12/1 152; 1,0%), B cpaBHeHUE ¢ YYACTHHLIUTE, MPHEMALIH
ayTacrepua 6e3 anda,-aapeHopeuenToper aHTaroRucT (18/2 953; 0,6%) nnauebo u anda, -
aapeHopeuenropeH aHrtaroHuct (1/1 399; < 0,1%), unn nrauebo 6e3 anda;-aapeHOpeeNTOPEH
aHTaroHucT (15/2 727, 0,6%).

B equn MeTaaHanus ot 12 paHOOMH3HpaHH, iauedo- Win KOMNApaTop-KOHTPONHPaH# KIWHHWYHH
npoyuBaHui (n=18 802), oleHABalH PUCKOBETE OT MOSBa HA ChPACYHO-ChIOBH HEXEJIAHHU PEAKLHH
NpH ynorpedaTa Ha AyTacTepus (Upe3 CpaBHEHHE C KOHTPOJIM), HE Ca YCTAHOBEHH IOC/IEAOBATE/IHH
CTATHCTHYECKH 3HA4YMMH NMOKAUBAHUA HA PHCKa OT CbpAeuHa HeaocTaTeyHOCT (RR 1,05; 95% C1 0,71;
1,57), octup MHOKkapaeH uHPapxT (RR 1,00; 95% C1 0,77;1,30) wm nacynr (RR 1,20; 95% C1 0,88 -
1,64).

Kapyunom na npocmamama u 6uUcoxocmenensu mymopiu
B enHo 4-rogvinHo cpaBHeHHe Ha nnauedo U gyractepua npH 8 231 mbxe Ha BB3pacT 0T 30 10 75 ¢
peALIECTBallla HEraTHBHA OMONCHA 3a KAPLUMHOM Ha MPOCTATATA H U3XOAHHM CTOMHOCTH Ha PSA
Mexay 2,5 ng/ml u 10,0 ng/ml npu Mpxkere Ha Bw3pact ot 50 a0 60 roannn, wim 3 ng/ml n 10,0 ng/ml
NpH MbKeTe Ha Bb3pacT Hag 60 roanHu (nmpoyusanero REDUCE), 6 706 yyacTHHUM Ca ¢ HATTUYHH
IAHHH OT TBHKO-MriieHa OMOMnCcHsA Ha rpocTaTaTta (npeaAMMHO OUOINCHHK MO MPOTOKOJIA Ha
NpoYyYBaHETO) 3a aHaNU3 3a onpenensHe Ha Gleason cboposere. 1 517 nuua ca AUArHOCTHUMPAHH C
KapLMHOM Ha NpOCTATATA B NPOY4Y8aHETO. BONUIMHCTBOTO OT YCTAHOBEHUTE Ype3 OHoncus
KapLIMHOMH Ha MPOCTATATA B ABETE TPETHPAHH I'PYITH ¢a AHATHOCTHLIMPAHH KATO HUCKOCTEN
(Gleason 5-6, 70%)

YcTanoBeHa € no-BUCOKa 4ecToTa Ha Gleason 8-10 xapuuHOMHM Ha npocTaraTa NnpH rpy
ayracrepun (n=29, 0,9%), cpaBHeHa ¢ rpynaTa Ha iiauedo (n=19, 0,6%) (p=0,15). Br
Opodar Ha nunarta ¢ Gleason 8-10 kapunHOMH € cXOA€H NpU rpynara Ha QyTacTepua (n=
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rpynara Ha ranebo (n=18, 0,5%). B roausu 3-4, moseue Gleason 8-10 xapiinHoMH ca
AMarHOCTHLMpPAHH B rpynata Ha aytactepua (n=12, 0,5%) B cpaBHeHMe ¢ nnauedo rpynara

(n=1, <0,1%) (p=0,0035). Hama nanuusu faHHU 32 edeKTa HA OYTACTEPH] 3a MoBeye OT 4 rOJUHM IIpH
MB3KE€ C PHCK OT KapLIMHOM Ha npocTaTtaTa. [IpoueHTET Ha yYaCTHHLMTE JHArHOCTHUMPaHH ¢ Gleason
8-10 KapUHHOME ce 3aNna3Ba B TEYEHHE Ha NEPHOANTE OT BpeMe B npoy4BaHeTo (I'oanun 1-2 u
lognum 3-4) B rpynara Ha ayracrepua (0,5% BbB BCEKH NEPHOA OT BPEME), ACKATO MpH IU1anedo
rpynaTa NPOLEHTHLT HAa yuacTHHLMTe auardHoctuuMpani ¢ Gleason 8-10 kapuuHOMH € NO-HUCHK Npe3
Tl'oaunum 3-4, orkonxoro npe3 'ogunu 1-2 (<0,1% cpewy 0,5%, cboTBeTHO) (BXK. TOuKa 4.4). Hama
pasnuka B yecrorara Ha Gleason 7-10 xapuuHomure (p=0,81).

B nonmbAHHTENHOTO 2-TOAMLIHO npocaeaasamo npoyusate Ha H3anHTBaHeTO REDUCE He ca
ycTaHOBEHH HOBH ciydau Ha (Gleason 8-10 kapuunomu Ha mpocTarara.

B eano 4-rogumHo npoyysaHe npu JIIX (CombAT), kpaeTo HAMa 3aAB/DKHTENHHY crope] NPOTOKoNa
6HOMNCHM M BCUUYKH JHArHO3M Ha KaplIMHOMA Ha npocTrarara ca 6a3upann Ha OHONCUM H3BBH
npoTokona (Npy HaNWYHE Ha KIIHHUYHHA HHAWKaLuK 32 Ononcua), npouenture Ha Gleason 8-10
kapuvHoM ca (n=8, 0,5%) 3a ayracrepng, (n=11, 0,7%) 3a Tamcyno3us n (n=5, 0,3%) 3a
KOMOHHHpaHaTa Tepanus.

YeTHpy paznuyHM eNUAEMHONIOTHYHH, NOMyNaUMOHHO-0a3HpaHH NMpOoyUBaHUs (AB€ OT KOMTO
Oazupanu Ha obuia nomynauus ot 174 895, enno na nomynaums ot 13 892 u egHo Ha nonynauus ot
38 058) noka3sar, 4e ynorpedara Ha 5-anta peaykTazHH HHXHOMTOPH HE € CBbP3aHa ¢ 1109BaTa Ha
BHCOKOCTENEHHH KapLIMHOMH Ha NPOCTATATA, HUTO CBC CMBPTHOCT OT KAPLIMHOM HA MPOCTaTaTa Hiiu
ofb1uaTa CMbPTHOCT.

Bpb3kata Mexay AyTacTepu H BUCOKOCTENEHEH KapLIMHOM Ha [POCTATATa He € ACHA.

Egexmu evpxy cexcyannama Qynxyun:
EdexruTe Ha myracTepul BbpXY CEKCyanHaTa QyHKIHA Ca OLIEHEHH B IBOHHO-CJIAINO,

nnauebo-KOHTPOJHPAHO U3MTHTBAHE NPH ceKCyanHo akTHBHM MbXe ¢ JIIIX (n=243 aytactepua-
TaMCyJIO3WH, =246 mnauedo). Cratucruuyeck 3nauumo (p<0,001) no-ronamMo HaManspane
(BnowIaBaHe) B CKOpPa H 3ApaBeH BHIIPOCHHK 32 MbXKe ¢ce Habnoaasa Ha 12-ug Mecel B
xoMOHHUpaHaTa rpyna. HamansaBaHeTO € CBbP3aHO OCHOBHO C BAOLLIABaHE HA eAKYJIaLMATa H
IIOCTHOTO YAOBNETBOPEHHE, OTKONIKOTO C epeKLMATA. Te3U eeKTH HE NOBIHABAT OLICHKATA Ha
YYACTHHULIMTE KbM JAYTaCTEPUA-TAMCYIO3UH, KOATO € OWia CTATHCTHYECKH 3HAYHMO MO-TOJIsMa 110
OTHOMIEHHE YAOBJIETBOPEHOCT MO BpeMe Ha MPOIB/DKUTEIHOCTTA HA H3MUTBAHETO B CPABHEHHE C
rrauebo (p<0,05). Ilpu ToBa H3NUTBaHE C& NOABABAT HEXENAHH PeaKiMH B CeKCyanHaTa QYHKLHA MO
BpeMe Ha | 2-MeCEYHOTO JIeYeHHE H NPHOIH3UTENHO NNOJIOBHHATA OT TAX OT3BYYABAT B NIPOAB/DKEHHE
Ha 6 Mecela cnell JICUCHHETO,

KomOuHaLuMaTa AYTACTEPHA-TAMCYJIO3HH ¥ MOHOTEPAINATA C AYTACTEPU MOTAT [ja NPEAH3BUKAT
HEXEaHH peaklHH B CeKCyaHaTa pyHKUUS (BHXKTE TouKa 4.8).

Kakto ce HabmionaBa 1 npu Apyrv KAMHHYHH W3nuTBaHuA, BKIIOUATENHO TpH CombAT u REDUCE,
YeCTOTATA HA HEXKEJTAHHTE PCaKLHH MO OTHOLWIECHHE Ha CEKCYAIHaTa (PYHKIHA HaMAJIBa C TEYEHHE Ha
BPEMETO NPH NMPOABLDKHTEIIHA TEparus.

TamcynosuH: TaMCyNO3KH NOBHINABA CKOPOCTTA HAa BBPXOBMA ypHHEH notok. Hamangsa
oOCTPYKUMATA Ype3 OTIYCKAHE HA IMAJKHTE MYCKYJIM Ha MPOCTATA H YpeTparTa, Karo noaobpssa
MHKLHOHHHTE cMMITOMHU. Chli0 TakKa, IeKapcTBOTO NoA0OpsABa CUMNITOMUTE Ha ChXpaHEHHeE, NMPU
KOHTO BayKHA pOJiA Urpae HecTaDWIHOCTTA HA MHKOYHHA MEXYDP. Te3u ePekTH BbPXY CHMITTOMMUTE,
CBBP3AHH C NPECTOA Ha YPUHATA H BbPXY MHKLUMOHHHUTE CHMITTOMH CE€ MOATBPKAT IO BPEME Ha
NpoAb/DKHTENHA Tepanda. HeobxoayMocTTa OT XUpPYpru4dHa HaMeca WM KATETbPU3aLMg 3HAYMTETHO
ce OTnara.

Anda-aapeHOPELICNITOPHUTE AHTATOHUCTH MOXKE J1a IOHKXKAT KPBBHOTO HAJAMaHE Ype3 HaMAaIsBaHe
Ha nepudepHaTa pe3ucTeHTHOCT. He € HaGniogapaHO KIIMHUYHO 3HAYMMO HAMaIABaHE HA KPBBHOTO
HAJIATraHe Mo BpeMe Ha U3MHTBAHHA C TAMCYJIOZHH,

5.2 PapMaAKOKHHETHYHH CBOHCTBA

,[[EMOHCTPHP&HEI e OMOEKBUBAJIEHTHOCT MECKAY OyTacTEpHO-TAMCYIIO3HH H CBBMECTHO
Ha AyTacTepyua H TaMCYJIO3HH KAlICYJIH NMNOOTACIHO.
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[TpoBeneHo e npoyusaHe 3a OMOEKBUBAJICHTHOCT ¢ €IHOKPAaTHA J03a Ha IMagHo U CJel XpaHeHe.
Habmonasauo e 30% HamaneHHe Ha Cmax 3@ ChCTABKATA TAMCYJIO3HH OT AYTACTEPHA-TAMCYJIO3HHR
clie]l XpaHEHe B CpaBHEHUE ChC CTOHHOCTHTE Ha riaaaHo. XpaHaTta HsaMa edekt Bbpxy AUC Ha
TAMCYJIO3HH.

AbGcopbinn
dyracrepun

Cnen nepopajieH npyeM Ha €AHOKpaTHa Ao3a ayracrepua 0,5 mg BpemeTo 1o AocTUraHe Ha

MAKCHMANIHH KOHLIEHTPAlMH Ha aQyTacTepu B cepyMa € | 10 3 yaca. AGconoTHaTa OMOHANMUYHOCT €

npubnu3urenHo 60 %. buoHanHyHOCTTa Ha JyTacTEpPHA HE CE MORIIHABA OT MPHEMA HA XpaHa.

Tamcya034H

TamcynoanH ce pe3opOupa OT UpeBHATA JIMraBKLIA U KMA MOYTH IThIHa OMOHaNTHYHOCT. CKOpPOCTTa K

crenenTa Ha abcopOLMaTa Ha TaMCyJ103HH Hamanseat 30 MHUHYTH cne xpaneHe. EnqHakBocT Ha
abcopOLaTa MOXeE [a c€ BOCTUIHE C MPHEM OT MAalMEHTa Ha Y TACTEPUA-TAMCYJIO3HH Clie]l eHO

ChLIO XPAaHCHC 34 NCHA. T&MCYJIGSHH MOKAa3Ra MNnponopaHoOHalHa Ha A03aTa njiasMCcHa CKCITO3HLHNA.

Cnen npHeM Ha €JHOKpATHA A03a TAMCYJIO3HH CIIEA XPaHEHE, TUIA3MEHHTE KOHLICHTPALKATA Ha

TAMCYJIO3UH CTABAT BLPXOBH ClieA OKOMNO 6 yaca, H B PABHOBECHO CHCTOAHHE, KOETO CE AOCTHUIra Ha 5-
M IeH OT MHOTOKPAaTHOTO AO3HpaHe, CpeaAHaTa paBHOBECHA Crax NIPH NMALIMEHTUTE € OKOJIO ABE TPETH
No-BMCOKA OT AOCTHIHATATA CJ/IeA €AHOKpAaTHA A03a. Bunpekn 4e Toea € HaAbMoaaBaHO NIPH NIAllHEHTH

B CTApYECKA Bb3PacT, ChlUaTa Haxoaxa O ce OYaKBasia ¥ MPH NO-MJAAH MalLHEHTH.

Pasznpeaesenne

acTe
Hyracrepun uMma ronam obem Ha pasnpeacneHue (300 go 500 1) u BUcoka cTeneH Ha CBbp3BaHe ¢
IUIa3MEHHTE MpOoTeHHH (>99,5 %). Cnea npueM Ha AHEBHA 1034 CCPYMHUTE KOHUEHTPALIMH Ha

AyTacTepua aocturar 65% ot paBHOBeCHaTa KOHLEHTpauua cnea 1 mecell u npudbnuaurenHo 90%

cien 3 Mecelia.

PasHoBecHH cepyMHH KOHUeHTpaumH {Css) or npubnusurento 40 ng/ml ce nocturar cien 6 mecevex
npveM Ha 0,5 mg BeaHbx AHEBHO. [IpeMuHaBaHeTO Ha AYTACTEPUA OT CepyMa B CriepMaTa € CpelHo

11,5%.

TaMcyJIO3HH
Tamcys103HH € cBbp3aH B 99% ¢ ruta3meHuTe NPOTeHHH Npu Xopa. ObeMbT My Ha pasnpeeneHHe

manbk (okono 0,2 1/kg).

buorpancgopmanrsa

dyracrepna
Jlyracrepua ce MeTabonn3upa B ronsama creneH in vivo. In vitro gyracrepua ce metabonniupa or
uxuroxpoMm P450 upes usoeHzumu 3A4 U 3A5 A0 TpU MOHOXHIAPOKCWIHPAHH MeTaboNuTH H |-

AUXHAPOKCHIHPAH MeTabouT.

Cnen nepopaneH Np1eM Ha AYTacTepua B 403a ot 0,5 mg AHEBHO 10 AOCTHraHeTo Ha PaBHOBECHA

€

xkoHuUeHTpauus ot 1,0% no 15,4% (cpeano 5,4%) ot mpuerara no3a ce EKCKpETHpa BbB deLieca KaTo
HenpoMeHeH Qytactepui. OcraHanarTa 4acT ¢ EKCKpeTHpa BbB ¢eneca noa gopMara Ha 4 OCHOBHH

meTabonuta, npeacrapissaiid 39%, 21%, 7% u 7% cBBbp3aHM ¢ IEKAPCTBOTO BEUISCTBA, K 6
BTOPOCTENEHHH MeTabonnTa (BCEKH npeacTasadsan no-Manko ot 5%). B ypunara npu yoseka ce
YCTAHOBABAT CaMO CJIEAH OT HENMPOMEHeH ayTactepu (no-manko ot 0,1% ot nosara).

Tamcyno3uH

He ce HabnionaBa eHAaHTHOMETPUYHA OMOKOHBEPCHA OT TAMCYI03HHOB Xuapoxiopua [R(-) uzomep] B

S(+) nzoMep npu xopara. TaMCyNno3HHOB XMAPOXTIOPHA CE METabO0NH3Hpa B ro/idMa CTENEH OT
MToXpoM P450 eHsnmHTE B HepHHsA ApoO K no-Manko ot 10% OoT a03aTa ce eKCKpeTHpa HenPoME

.

TAMCYJIO3HH, KATO B MaJIKa cTeneH yuacTsat H apyru CYP uzoensumn. UHxubupaHeTo Ha' eir
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Ha YepHOAPOOHHUA MeTaboMM3BM MOXE Aa A0Bee A0 NOBHIIEHA EKCTIO3HLHA HAa TAMCYJIO3HH (BX.

TOUKH 4.4 1 4.5).
MeTtabonHTHTE HA TAMCYJI03HHOB XUAPOXNOPHUA CE€ KOHIOTHPAT B rojisiMa CTEMEH A0 INOKYPOHU HIH

cyadat npeau 6OpeyHaTa EKCKPELIMS.

EanmMunapane

Hytacrepun

EnuMuHMpaHeTO HA AyTACTEPH € A0303aBUCYMO H MPOLIECHT H3IIIEKIa CE OTTHCBA ¢ 2 YCIIOPEAHH
TbTA Ha ENHMHHHDPAHE — €IUHHAT HACHIIIAEM B KIIMHHMYHO PEIEBAHTHH KOHLEHTPALHH, & ApYyPHAT
HEHACHIIIAeM.

FlpH HUCKKM cepyMHH KOHLIEHTpaLUHWH (no-manko o1 3 ng/ml) aAyracrepun ce eIMMHHHpPa 6BP30, KaKTo
[0 3aBHCHM OT KOHLIEHTpALIMATA BT Ha eIMMHHHPAHE, TaKa W 1O HE3aBUCUM OT KOHLIEHTPALMATA NBT
Ha eNIMMHHHpaHe. ENHOKpPaTHUTE JO3M OT 5 mg WM NO-MAJIKK NOKa3BaT OOCKTUBHH aHHH 3a O1p3
KNHPBHC K KPaTKO BpeMeE Ha NMOJYXKHBOT OT 3 10 9 AHM.

B TepaneBTHYHY KOHUEHTpPALMH ClleJ] MHOTOKpaTeH npHeM Ha 0,5 mg NHEeBHO no-0aBHUAT, JTMHEEH
MLT HAa eIMMHHHpAHE € JOMHHHpAI, 8 BpEMETO Ha MOIY)XXHBOT € NPHOIH3HTENHO 3-5 CEAMHLM.

Tamcynosux

TamMcynosuH ¥ HeroBUTE METAOOIMTH Ce €KCKPETHPAT IJ1IaBHO ¢ YpPHHATa Kato 0kono 9% ot nolara ¢
noa ¢opMaTa Ha HEIPOMEHEHO aKTHBHO BEIECTRO.

Cnen MHTPaBeHO3HO H NEPOPATHO NPHIOKEHUE HA PopMaTa ¢ He3a0aBHO OCBOOOXKIABAHE BPEMETO HA
NOXY>KHBOT Ha TAMCYJIO3HH B TUTa3MaTa € B paMKUTe Ha 5 A0 7 uaca. [Topaau creneH Ha pe3opOuus
KOHTpONHpaHa ¢apMaKOKHHETHKa C TAMCYJIO3HH KancyJ/d ¢ H3IMEHEHO 0CcBO00XKAaBaHE, ABHOTO BpEMeE
Ha MOJYXXHBOT Ha TAMCYJI034H CJIeZl XpaHeHe € oko1o 10 yaca 4 B paBHOBECHO ChCTOAHHE € OKoo 13

qaca.

IManHeHTH B cTapYecKa Bb3pacT

Jyracrepun

QapMakOKHHETHKAaTa Ha AYTACTEPHA € OLCHCHA Clea MPUWIOKEHHE Ha eAHOKPATHA [103a AyTacTepu.
5 mg npu 36 3apaBy MBXE Ha BB3pacT Mexay 24 u 87 roaunu. He e nabnionagaHo 3HaUHMO BIIHAHHE
Ha BB3pacTTa BbPXY €KCIO3HLIMATA Ha JYTACTEPH], HO NTPH Mbxkere noa S0-roaMiiHa Bu3pacT
BpPEMETO Ha NOJIYXHBOT € Ouno no-kKpatko. [IpH cpaBHEHHE MEXAY NaLHEHTH Ha BB3pacT 50-69
rOAMHH ¢ NaUKUeHTH HaJ 70-roaMilHa BBE3PACT HE € YCTAHOBEHA CTATHCTHYECKA PA3IUKa MEKIY
CTOMHOCTHTE H& BPEMETO HA NMOMYKHBOT.

Tamcyno3uH
KpbcTocaHo npoy4yBaHe 3a CpaBHABaHe Ha obuara excno3vuua (AUC) Ha TaMCYyNO3HHOB

XHIPOXJOPHA Y HA BPEMETO MY Ha MOJY)XHBOT MOKa3Ba, 4Ye QapMaKOKMHETHYHATA AUCNO3HLMS HA
TAMCYJIO3HHOB XHIPOXJOPHI MOXE 18 € YAB/DKEHA MPH MbXE B CTAPHECKA Bb3pacT, B CPABHEHHE C
MJIaIH, 34paBH MBxke JHobposonuu. BeTpeliHuaT KIMPBHC € He2aBUCHM OT CRBP3BAHETO Ha
TAMCYJIO3HHOB XHAPOXJIOpHI ¢ AAG, HO HaMandBa ¢ Bb3pacTTa. 1oRa BOAM A0 MOBHUILABAHE Ha
obata excnosuumi (AUC) ¢ 40% npu AHLA Ha BB3PACT OT 55 A0 75 rOJHHH, B CPABHEHHE C JIMLIATA
Ha BB3pacT oT 20 10 32 roavHH.

bnOpeuno yBpexaane

HyTactrepun

BnusaHuero Ha yBpeacHaTta Op0peuHa ¢pyHKUMA BBPXY PapMaKOKWHETHKATa Ha JYTACTEPHA HE €
npoy4eHo. Bee nak, B YOBEHIKaTa YpHHA c€ YCTARHOBABAT No-Manko ot 0,1% ot pasHOBECHHUTE
KOHRLUCHTPALMH Ha a03a AytacTtepuj ot 0,5 mg, koero 03Ha4YaBa, Y€ HE C€ OYaKBa KNHHHYHO 3HAYHUMO
NOBHIICHHME HA M1a3MEHHTE KOHUEHTpALMK Ha AYTacTepH MPH NALUHEHTH ¢ OB0peuHo yBpexKaane
(BXK. TOUKa 4.2).

TaMcyJQ3nH
Mpu 6 nuua ¢ nexo A0 ymepeHo (30 < CLe < 70 ml/min/1,73 m?) wix yMepeHO 10 TeXKO

(10 < CL< 30 mI/min/1,73 m?) yspexaane Ha 6b6peunara pyskums 1 6 11ua 6e3 yepe
(CL>90 ml/min/1,73 m?) ca cpaBHeHM (apMaKOKMHETHYHHTE MTOKA3ATENIH HA TAMCYJIO3
xuapoxsiopua. Burpeku, ye e HabnioaapaHa nmpoMaHa B obHlaTa nia3MeHa KOHLIEHTpa

16




TaMCYJIO3HHOB XMAPOXJIOPUA BC/IEACTBUE Ha MPOMsHa B CBbp3BaHeTo ¢ AAQG, KOHLEHTpaLMATa Ha
HeCBbP3aHHA (BKTHBEH) TAMCY/I03HHOB XHAPOXJIOPHA, KAKTO U BBTPELIHHA KIUPBHHC, Ca OCTaAHAIH
OTHOCHTENHO NocToAHHH. [lopaau Ta3u NpHUYHHA, IPH NALMEHTHTE C YBpexaaHe Ha Ob0peuHarTa
(YHKIIMA He ce Hajlara NpoMsHa Ha 103aTa TaMCYJIO3HHOB XHAPOXJOpHA. BENpekH TOBA, NALMEHTH ¢
yBpexaaHe Ha 6p6peynara dyHkima B TepMunaneH craamii (CL <10 ml/min/1,73 m*) He ca 6uin
NMPOYUYBAHH.

Yepnoapobno yBpexaane
Hyracrepua

BiuanMeTO Ha YBpEXKAAHETO Ha YepHOApoOHaTa PyHKIMA BbPXY (apMaKOKHHETHKATa HA JyTaCTCpHI
He e TpoyyeHo (BX. Touka 4.3). Twit kaTo QyTacTepua ce ENMMHHHPA IIaBHO N0 METAOONUTEH MbT,

OuYaKBa ce IUIa3MEHHTE HHBA HA AYTAaCTEPH MPH TE€3H NMNALMEHTH a ObAaT NOBUILICHH, a BPEMETO HA
NOJMYXKHBOT Aa 6bae No-abaro (Bx. Touku 4.2 u 4.4).

TamMcyno3uH

(DapMaKOKHHETHYHHTE NOKA3aTeNK Ha TaMCYJIO3HHOB XHAPOXNOPHI ¢a CpaBHEHH NpH 8 JHLla ¢
ymepeHa yepHoapoOHa aucdyHkuMs (cteneH A u B no kiacugukaumsra sa Child-Pugh) 1 8 nuua 6e3
yBpexnaHe. Bunpeks ue ¢ HabnrogaBaHa npoMsaHa B o0LIaTa IU1a3MeHa KOHLUEHTPaUUs Ha
TAMCY/IO3HHOB XMAPOXJIOPKA B ClIeACTRHE Ha MPOMSAHA B CBBP3BaHEeTO ¢ AAG, KOHLIEHTpaLUATa Ha
HECBBP3aHHA (aKTHBEH) TAMCYJO3HHOB XHAPOXJIOPKI HE C€ € MPOMEHHA 3HAUHUTENHO, KaTo
NpOMAHATA HAa BHTPELIHUSA KIUPBHC HA HECBBLP3aHHA TAMCYJIO3HHOB XHIPOXIOPHA € ymepeHa (32%).
[Topaau Ta3H NMpH4HMHA, NPH NALKUEHTHTE ¢ yMepeHa yepHoApobHa AucyHKIMA HE Ce Hanara rnpoMsHa
Ha 03aTa Ha TAMCYJIO3HHOB XHAPOXNOpHA. TaMCYT03HHOB XHEPOXJIOPHA HE € MPOy4BaH MpH

NaLMEHTH ¢ TeXKA YepHOApoOHa AHCPYHKIIMA.

5.3 IlpeaknAHA4YHH AaHHH 332 GezomacnocT

He ca npoBexAaHH NpeaiJIHHHYHY U3MWTBAHUA C AYTaCTEPHA-TaMCYJI03HH. lyTacrepua u
TAMCYJIO3UHOB XHAPOXJIOPHA NO OTAEIHO ¢a NPOYYEHH B rojisMa CTENeH B TECTOBE 38 TOKCHYHOCT
NpY JXKMBOTHH, KATO JAHHUTE CHOTBETCTBAT HA U3BECTHHTE (hapMaKOJOrHYHH JEHCTBHA Ha
MHXHOMTOpHTE Ha 5-anda penykrasara 4 anda,-aapeHOPELEITTOPHHTE aHTArOHKCTH. JlaneHara no-
oy HHpopMaLys OTpPa3sBa HATHYHATa HHPOPMALKA 338 OTACITHHTE CHCTABKH.

acTe
Hacrostuure NpOYyHBaHHUA 338 obwa TOKCHYHOCT, ICHOTOKCHYHOCT H KAHUEPOI'CHHOCT HE NTOKA3BAT

HHKAKDBB CrCUH(UUEH PHCK 3a YOBEKA.
[TpoyuBaKHs 3a peNPOAYKTHBHA TOKCHUYHOCT NPH MBKKH TUTHXOBE NMOKA3BaT HAMaNEHO TerJo Ha

NpOCTATATa H CEMCHHHTE MEXYpUYeTa, HAMAIEHA CEKPELIUA OT AKLIECOPHHTE NOJIOBH XKJIE3H W
HAMAaIABaHe Ha UHIAEKCHTE Ha depTiuiHTeTa (N0 NPHUYHHA Ha GapMaxoIOrHYHHA eEeKT Ha
aytacrepua). KIHHHUHATA Pe/ICBAHTHOCT Ha TE3H HAXOAKH HE € H3BECTHA.

KaxkTo #1 npu Apyru HHXHOHTOpH Ha S-anda pegyKkTaszaTa NpH MPHIOKEHHE HA AyTaCTEPU N0 BpeMe
Ha rectauusTa ¢ HabmoaaBaHo (peMUHH3HPaHe HA MBXKKH QeTyC NpH IIbxose U 3aium. Jyracrepua
Ce YCTAHOBABA B KPbBTA HA )KEHCKH IUTLXOBE Cliel YHPTOCBAHE ¢ MbXKKH, TPETHPAHH C AYTACTEPHI.
KoraTto ayracrepvn € NpwiaraH Ha IIpMMAaTH [0 BpeMe Ha recTauuaTa He € HabmroaaBaHa
¢eMHHH3ALMA Ha MBXKKH (eTyC nMpu KPbBHA EKCNO3KHLMSA, MPEBHILABALIA B JOCTATBYHA CTENICH
eKCIO3HLIMATA, KOoATO OH HACTBNMIA upe3 YOBelIKa criepMa. Manko BepoaTHO € MbxkH deryc ga 6nae
NOBJMAH HEFATHBHO CNIE/ NMPEAABAHE HA AYTACTEPUA Upe3 CliepMarTa.

Tamcynosus
[IpoyuBaHna Ha 0011aTa TOKCHYHOCT W NEHOTOKCHYHOCTTA He MOKa3BaT HUKAKBB OMpeleneH PUCK 3a
XOpAaTa, pasiuueH OT CBbP3aHUTE C PapMaKOJIOrHYHUTE CBONCTBA HA TAMCYJIO3UH.

B npoyysanng 3a KAHLUEPOTeHHOCT MPH IUTbXOBE H MHLLUKH, TAMCYJIO03HHOB XHIPOXJIOPHI B
[MIOBHILIARGHE Ha 4€CTOTaTa Ha Npoau¢epaTHBHH MPOMEHH Ha MJICYHATA XKJTE3a MPH XKEHC
*KHBOTHH. Te3H OTKpUTUAR, KOUTO HAK-BEPOSITHO C€ MEAHMHPAT OT XHINEPNPONAKTUHEMHS
HaOJIIoAaBaT caMo NPU NPUNOKEHUE HA BUCOKH J03H, Ce NIPUEMAT 33 KIIHHUYHO He3Hau
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BHcokuTe 1034 TAMCYJIO3HHOB XHAPOXAOPUA BOAAT SO 00paTUMO HAMaIABaHE Ha pepTHAMTETA NIPH
MDBXXKH [UTBXOBE, KOETO BEPOATHO C€ JBJDKH HA NMPOMEHHU B ChAbPXKAHHETO HA CHIEPMATa WIH
HapyllaBaHe Ha eskynauusaTa. EexTuTe Ha TaMCyN03MH BBpXY Opod Ha CIEPMATO30HAHTE WIH
(pYHKLIMATA Ha CIIEPMATa He ca OLIEHABAHH.

[TpunoXeHHEeTo Ha TAMCYJ03MHOB XHAPOXJIOpH] NpH OpEeMEHHH KEHCKH TUTbXOBE H 3aHUM B 034, No-
BHCOKA OT TepaneBTHYHATA, He MOKa3Ba JaHHH 3a (PETaHO YBpexkaaHe.

6. CAPMALEBTHYHHU JAHHH

6.1 ChnHchbK HA NOMOIIHHATE BENXECTRA

HyTacTepna Mexa KancyJsa
CoaAbpKaHRE HA AYTACTEPH] MEKA KAUCYJR:
[ponunenrnukon MmoHokanpuiart, Ty Il

byrunxuapokcuronyeH (E321)

OO0BABKA HA MEKATA KANCYJIA:

Xenatun

I nuuepon

Tutanos avokcun (E171)

TpurneuMpuau (CpeIHOBEPYOKHH TpUrHUepuan)*
CoeB nelUTHH (MOXeE Ja CbAbpPKa COeBO Maco)*

*BL3MOXKHH CJE€AH OT NMpOH3BOACTBCH MPOUCC.

Tamcy/103HH HejleTH ¢ H3MEeHEeHO ocBoboXKAaBaAHE

MHUKpOKpHCTANIHA LIETyJI034;

MetakpuioBa kucenvHa — ETiun akpunar cenonumep (1:1) 30% aucnepcus (cbabpaa HaTpHEB
naypwicyidar u nonucopbar 80)

JAubytun cebanar

CWiHIHEB AHOKCHA, KONOKAEH XHApaT

[onncopdbar 80

Kanuues creapar

TeLpaH Kancy n

Jenatuu;

Turanos auoxceun (E171)
XKeneszen okcua, uepsed (E172)
Kenezen okcun, xwit (E172)
Kenesen okeunn, uepeH (E172)

Yepno MacTRIO
[Ipormnen rmukon (E1520)

KanueB XHAPOKCHUA,
KoHijeHTpHpaH aMOHHEB Pa3TBOp
XeneseH okcui, yepeH (E172)
lllennak (E904)

6.2 HechbBMeCTHMOCTH
Henpunoxumo
6.3 Cpok na roanoct

2 TOJUHM.
Jla ce u3non3sa go 90 AHM crnea repBO OTBapsAHeE.
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6.4 ChnenHa/IHH YCJIOBHH HA CbXPAHEHHE

Ha ce cbxpanssa noa 30°C.

6.5 BuaH cbAbpPKAHHE HA ONAKOBKATA

bsna HDPE OyTunka c 6s1a kanauka OT NOJUINPOITMIIEH CbhIbpaKallla U3CYLIUTEST CHJIMKA IeJl.

7, 30, 90 TBHpAM KanCyJIu.

He BCHuUKH BHOBE OMAaKkOBKK Morar aa Obaart mycHaTtv B npojaaxoa.

6.6 Chnenna/HH nNpeaANnasHH MePKH NPH H3XBbLpJIAHe H paboTa

Jlyracrepuna ce pe3opOupa npe3 Koxkata U NOpajiv Ta3u NpUYHHa TpaOBa J1a ce U30ArBa KOHTAKT C
noBpeaeHM Karncyu. [IpH KOHTaKkT ¢ NOBpeAeHH KarcyJii, 001acTra Ha KOHTaKT TpAOBa J1a ce U3MHeE

He3abaBHO ¢ BOJA W canyH (Bxk. Touka 4.4).

Hewn3non3BaHUAT JIeKapCTBEH NMPOAYKT WM OTNAAbYHMUTE MATEPHAJIM OT HEero TpAOBa /1a ce U3XBBPIAT
B CbOTBETCTBHE C MECTHUTE 3aKOHOBH W3HCKBAHUS

1 INPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10
Yewka penybuka

8. HOMEP(A) HA PASPEHIEHMETO 3A YIIOTPEBA

Per. Ne: 20190199

9. JATA HA ITbPBO PA3ZPEITNABAHE/INIOJHOBSBAHE HA PABPEHIEHUETO 3A
YINIOTPEBA

JlaTta Ha mbpBO pa3zperwasane: 17.09.2019
JlaTta Ha nocieaHo noaHoBsaBaHe: 10.04.2024

10. JATA HA AKTYAJIIUBUPAHE HA TEKCTA

07.08.2025r.
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