KPATKA XAPAKTEPHUCTHKA HA IMTPOAYKTA



'L__@_sni;ﬁﬁmnﬁi ATEHUAS NO NEKAPCTBATA
1. HME HA JIEKAPCTBEHUSI TIPOJAYKT KDAMIE XapaKmapUCITURE 8 NEOgYXIIN - [ IuACRenUS 1
v, PO O
CHnoioKkoH 8 mg TBBpAM KaNCyIIH Kum Pez. Ne _‘j"j7"2 3
Stlodocon 8 mg capsules, hard | P Mo 93 -01- 20%
2. KAYECTBEH H KOJIMUECTREH CBCTAB { DQOOPORUE N ....c.rvreeresnsinicanae N

Beska TRepaa kancyna chaepka 8 mg cunonosuH (silodosin).

3a IBJIHHA CNHCHK HA MIOMOIHHMTE BellleCTBA BUKTE TO4YKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Tebpha kancyna

bsiia, Henpo3pauna, TBEp/A >xeNATHHOBA KancyJa, pasmep 0.

4, K/IHAHHYHH JAHHA

4.1 TepaneBTHYIHH HOKA3AHMNA

JleyeHKe Ha MPH3HALIMTE M CHMNTOMHMTE Ha GEHMTHEHa Xuneprasua Ha npocraTtara (bXIT) npu
BBE3PACTHH MBXKE,

4.2 [loznpoBKa H HAMHH HA NPHIOKEHHE

Ho3npoBka

lIpenopruurennara nosa e enua kancyna Cwionokod 8 mg AHeRHO. 3a CrIENHANHH I[IOMYJALMH
NALHUEHTH C€ NPENIOPBUBaA CHITOA03UH 4 mg JHEBHO (BXK. IO-A0TY).

Cmapuecka ev3pacm
He ce nanara kopurupaHe Ha fo3ara [pH NALMEHTH B CTAPUYECKA Bb3pacT (BXK. TOUKa 5.2).

bebpeuno yepescoane

He ce Hamara kopurupane Ha 103ata NpH OAlMEHTH C JIeKO HLOPeUHO YBpexKIaHe

(CLcr2 50 o < 80 ml/min).

IIpn naumenTs ¢ ymepeHo 656peuro yepeskaane (CLcr > 30 o < 50 ml/min) ce npenopsusa HauanHa
033 0T 4 Mg CHWIMIO3NH BEIHBX JHEBHO, KOSTO MOXE JIa C& YBEJIHYH 0 8 mg BEAHEXK THEBHO Cliejl
CIHOCEIMMYHO JICUCHHE, B 3ABHCHMOCT OT MHIHBHAYATHHA OTFOBOP Ha MalMeHTa. He ce npenopbysa
ynoTpebara IpH nauMenTy ¢ Texkko 6p6peuno yspexkaane (CLcr < 30 ml/min) (8x. Touku 4.4 1 5.2).

Yeproopobro yepeocoane
He ce Hanara kopurupane Ha Ao3aTa Iy NAUHEHTH C JIEKO JI0 YMEPEHO HEpHOAPOOHO yBpexnane. He
Ce MPENOpBUBa YNOTpebaTa NPH NALMEHTH ¢ TEXKO YePHOAPOGHO YBpeKIAHE MOPaIH JIHICA Ha IaHHH
OT TAKMBA MMauyeHTH (BXK. TOMKH 4.4 1 5.2).

Heduampuuna nonyvaayus
Hsama ChOTBETHO NPUIIOXKEHHE Ha CIIION03MH B TIeAMATPHYHATA MOMYJIALHA 3
OeHWrHEHa Xunepmiasua Ha npocTarata (BXIT).




Hauuy Ha npumoxkeHue

[lepopanHo npuioxkcHUeE.

Kancynara Tpabsa na ce npuema ¢ xpaHa, 3a NPEANIOYHTAHE MO €JHO M CHIIO BpeMe BCEKH JIEH.
Kancynara He tpsbBa aa ce pasuynsa wiH Ja Ce JbBYe, a Ad Ce IIBTHE 14, 33 [PEATIIOYHTAHE ¢ Yallla
BOJA.

4.3 IlpornBomoxa3zaHHfA

CBPBXUYYyBCTBUTENIHOCT KBbM AKTHBHOTO BEWECTBO cwiojosuH (silodosin) WIM KbM HAKOE OT
[IOMOIUIHUTE BelecTBa, H30POeHH B TOuka 6.1.

4.4 CoeunanHH OpeayNpeXICHHS H HPEANAIHH MEPKH IPH yHOTpeba

HMurpaoneparused ¢irony ypue cunapowm (Intraoperative Floppy Iris Syndrome, IFIS) IFIS (BapraHT Ha

CHHIpOMa Ha MajkaTa 3¢HHIA) € HabnoJaBaH MO BpeME Ha onepalus Ha KatapakTta IIpH HAKOH
MAlMEHTH Ha JIeueHHeE ¢ a-OIoKepH WK JIeKyBaHH TIpeau ToBa ¢ o-Oilokepu. ToBa MOKe na noseae Ao
YBEIHYaBaHE Ha CBhP3AHKTE C TIPOLEypaTa YCIOKHEHHUS [10 BpeMe Ha OIepallHaTa.

He ce npenopnuBa 3anousaHe Ha TepanMs CbC CRUIOZO3MH IIPH NALIMEHTH C [UIaHHpaHa ornepanis Ha
katapakta. llpenoppuBa ce mpeycTaHoBsBaHE Ha Je4eHHeTO C© ()-Omokep 1-2 ceaMuUu npenw
OnepalMs Ha KaTapakTa, HO BCE OlIE€ HEe ¢a ONpeleieHH NoA3aTa ¥ MpPOAL/DKUTEIHOCTTa Ha
NpeyCTAaHOBABAHEC HA TepanuATa NPEJH ONepalia HA KaTapakKra.

llo BpeMe Ha mpejonepaTHBHaTA OLCHKA OYHUTE XHPYP3H M OPTAIMONOTHYHHUTE €KHIM TpabBa Ja
B3eMaT IIORA BHHMAHHE JQJIH IJIaHUPAHHTE 3a OoNepalyd Ha KarapaKTa MalHdcHTH CE JICKYBAT WIH ca
OWIH NIEKyBaHM ¢hC CWIOAO3MH, 3a JIa C€ OCHIYPH B3EMAHETO HA MOAXOIIM MEPKH 3a OBJIA/IIBAHE Ha
IFIS mo Bpeme Ha oneparusira.

OprocraTuunm edexTh
YHecToTaTa Ha CBBP3aHUTE CHC CIIIONO3HH OPTOCTATHYHM e€PEKTH € MHOro HHcka. BeaMoxHo e obaue,
npyd OTASNHM MALMCHTH Ja C€ NOSBHM TNMOHIKCHWE Ha KPBBHOTO HAJIAraHe, KOETO B PEAKH CiIydau Ja

AoBeAe N0 cuHkomn. Hpy nepeuTe NpH3HanK Ha OPTOCTATHYHA XWIOTOHHS (KATO 3aMasHOCT CIIOpeN
MOJIOXKEHHETO HA TAJIOTO) MALMEHTHT TpAORA /i@ ceHe WM JerHe 10 OTMMHaBaHe Ha cuMrromuTte, He

CC IIPCHOPRUYBA TCYEHHE CHC CHITIOO03HH [IPH IMMAIHCHTH € OPTOCTATHYHA XUIIOTOHHA.

bLOpeuno yepexaane
He ce npenoptura ynorpebaTta Ha CHION03MH NIPH NALMEHTH ¢ TEXKO OROpeUHO yBpekaaHe
(CLcr <30 ml/min) (Bx. Touku 4.2 u 5.2).

HepHonpobHo yRpexkaHe
He ce npenopnusa ymorpebata Ha CHIORKO3MH NPH MALMEHTH ¢ TEKKO UYEPHOAPOOHO YBpexaaHe
[OPaau IMICa Ha JAHHH IIPH Te3d manueHTH (Bk. Touky 4.2 u 5.2).

Kapuuaom Ha nipocrartara
Twi xato BXII v kapumHOM Ha npocTaraTa MOXe J1a Ce IPOABAT ¢ SAHH W ChILH CHMIITOMH, KAKTO H
Aia CHIMECCTBYBAT €AHOBPEMCHHO, MALIHEHTHTE, 3a KOMTO ¢€ Npeanonara, 4e¢ wmat bXII, Tpabea na
OBJAT npernefaHu IPeAH 3allOYBAHE HA TEPANMA CbC CHIOAO3NH 33 W3KMOYBAHE HA HAJHYHETO HA
KapUHHOM Ha npocTtararta. llpean 3amoupane Ha ne4eHHETO M MEPHOJAYHO Cliea TOBa TpADBa Ja ce
HanpasH IJHI'HTAJHO PEKTAIHO M3CNIE[IBAHE H aKO € HeoOXoauMo — OTIpEfieIsHE Ha MpOCTaTa-
cneuHpHueH anTureH (prostate specific antigen, PSA).




JleveHneTo ChC CHIIOAO3MH BOAH IO HAMAIIABAHE HA OTAE/HAHATA [0 BPEME HA OPra3bM CliepMa, KOETO
MOJKE J1a 3aCCTHE BPEMEHHO MBXKKUA QepTWwiHTeT. To3u epeKT OTMHHABA CIe]| PeyCTaHOBABaHE Ha
MpHEMa Ha CHJIOAO3MH {BX. TO4Ka 4.8).

Hatpni
Tozu nekapeTBeH MpoayKT ChABPKA 110-Manko ot 1 mmol Harpuii (23 mg) Ha Kancyna, T.e. MOXe Ja
C€ KaXKE, Y€ IPAKTHYCCKHA HE ChbpKa HATPHH,

4.5 BzaumojnelcTBHe ¢ APYTH NeKapcTBEeRH NPOAYKTH U APYrH GOpPMH HA B3aAMoelicTBHE

Cumonosun ce Merabonnzupa eKcTensuBHO, ocHOBHO upe3s CYP3A4, ankoXoNiexMiporeHasa M
UGT2B7. CuitonosuH cbmio Taka € cyOcTpar Ha P-rimxonporewHa. BeuiecrBa, KOMTO MHXHOMpaT
(KaTO KETOKOHA30/1, WTPAKOHAZ0JI, PUTOHABHP WIIK LMKIOCIIOPHH) WX HHIYUMpaT (KaTo prHhamMnuLuH,
OapOuTypatH, kapbamazenuH, GEHHTOUH) TE3H CHIUMHU M TPAHCTIOPTHU MOJIEKYM, MOXKE [1a NOBIHANT
TUTA3MEHHUTE KOHIIEHTPAIIHY Ha CUIO0/03HH H Ha aKTHBHHA MY MeTaOOIHT.

Anda-6nokepu

Hnpopmarmgra oTHocHo Ge3onacHara ynorpeba Ha CHIOA03MH 3a€IHO ¢ APYTH (-aAPEeHOPELeNTOPHA
AHTarOHUCTH € HeJoCTaTpuHa. Cie0BaTENIHO HE CC MPenophyBa ChITETCTBAINA yoTpeda Ha JpyTrH
Q-a7[PCHOPEUECITTOPHE AHTATOHHCTH.

Huxuburopu na CYP3A4

Ilpy exHo mnpoy4saHe Ha B3AMMOJCHCTBMATA ca HabmoxaBaHM 3,7-KpaTHO MOBHIIAaBaHE Ha
MaKCHMaJIHaTa IUIa3MCHA KOHLEHTPAlKs Ha CHIIOO3MH M 3,1-KpaTHO NOBHILIABAHE HA €KCNIO3HLIMATA
Ha cwiomo3uH (r.e. AUC) npu eiHOBpeMEHHO NPUIOKeHHe C¢bC cwieH uuaxuowTop na CYP3A4
(xeroxonason 400 mg). He ce mpenopwuBa chITbTCTBAla yHOTPeOa ChC CHIHM UHXHUOUTOpM Ha
CYP3A4 (kaTo K€TOKOHA30I1, HTPAKOHA30J1, PUTOHABMP WIH IMKJIOCTIOPHH).

lIpH €IHOBPEMEHHO NPHNOKEHKE HA CWIONO3MH ¢ yMepeH HHxHOHTOp Ha CYP3 A4 Kato aMiiTHazeM €
Habmonaeano nosumasane Ha AUC Ha cwIOno3HH ¢ npubmazuresiHo 30%, HO Chnax W BPEMETO Ha
NOJYKHBOT €a OCTaHanMH HempoMeHeHHW. TaszW mMpoMmsHa HAMa KJIMHHYHO 3HAYEHHEe M HE Hanara
KOPHTHpaHe Ha J1034aTa.

HWuxnburtopu Ha PDES

HabnmonaBaHH ca MHHUMAIHM (GapMakOZWHAMHYHM B3aMMOJCHCTBHA MEXKAY CHIOJO3HH W
MaKCHMAITHHTE 103¥ CHiIcHagun win taganadun. [Ipyu eano wiaue6o-KOHTPOIMPAaHO IPOYUBAHE IIPH
24 nmauMeHTH Ha BB3pacT 45-78 rOAWHH, NPHEMAlIX CHIOMO3UH, CIHOBPEMEHHOTO MNPHIIOKEHHE Ha
cwigeHapun 100 mg wnm rapanapun 20 Mg HE € NPSAUIBHKAI0 KJIWHMYHO 3HAYUUMO CpPEaHO
MOHIDKABAHE Ha CHUCTONHOTO HJIM JHMACTOMHOTO KPBBHO HAMAraHe, OLEHEHO YMpe3 OPTOCTATHUEH TECT
(M3MpaBeHO CIPAMO JIETHAIO HoJokKeHHe). [lpy MalMEHTHTE Ha Bb3pacT Hajg 65 TOmMHH CpegHHTE
CTOHHOCTH Ha JIOHKKABAHETO B Pa3/IMYHH BPEMEBH MOMEHTH € 6110 Mexxay 5 u 15 mmHg (cucronHo)
1 01 10 mmHg (nuacronuo). ITonoXKTeTEATE OPTOCTATHYHM TECTOBE ¢a GWIIH CaMO MaJIKO NO-4ECTH
0 BpEME Ha €JHOBPEMEHHO MPUIIOKCHKHE; He e HabmoaaBaHa ofaye CHMITOMATHYHA OPTOCTA3a WM
3aMafAHocCT. [launenrure, npuemaid HHXHOHTOpU Ha PDES CBIBTCTBAILO CbC CHIORO3HH, TpabBa Ja
ObAAT NpOCNEISIBAHH 32 BH3MOMHH HEWKENIAHH JICKAPCTBEHH PEaKLUH.

AHTHXHIIEPTEH3HBHU CPECTBA
B paMKuTe Ha KITHHHYHUTE NPOYYBAHHS MHOTO MAIIMEHTH MMAT B ChITETCTBAIA AHTHXHIIEPTEH3HBHA
TepanHi (NPeAHMHO Cpe/CTBa, IIOBNMABAIIN pPEHHH-aHIMOTEH3MHOBATa CHCTEMa, GeTa-GlokepH,
KQJILHCBH AHTarOHUCTH M JMYpEeTHIM) M He ¢ HabmoaaBaHO IIOBMILABAHE Ha de
OpPTOCTAaTHYHATa XMIIOTOHHWA. Bbripekn ToBa € HeoOX0quMO MOBHILICHO BHUMAHHE IT
CBIOBTCTBAILA YNOTpeha ¢ AHTUXHMIEPTEHIMBHU CPEACTBA M IIAIHEHTHTE
IIPOCENSBAHH 32 BH3MOXKHH HEXENaHH JIEKAPCTBEHH PeaKi[HH.

HHroKcHH

HuBaTa Ha TMIOKCHE B CTALMOHAPHO CHCTOSAHME, CyOCTpaT Ha P-riiMKonpoTenHa,
3HAYMMO NPH €AHOBPEMEHHO IIPHIOXKEHHAE ChC CHIIOHO3HH 8 mg BEJHDLK JHCBHO)
KOpUTHpaHe Ha no3aTa.



4.6 PepruanTeT, GPEMEHHOCT H KLPMEHE

bpeMeHHOCT U KbpPMEHE
Hernprnoxumo, ThH KaT0 CHAOMO3MH € [peAHA3ZHAYEH ¢aMo 3a NAalMeHTH 0T MBXKKH I10]1.

QepTHIUTET

[Ipy KTHHUMHKTE MpoyHBaHus ¢ HaOMOaBaHO JOCTHTAHE O SAKYJIAIMA ¢ HAMAICHO HJIH JIMIICBALIO
OTACHAHE Ha ClepMa IO BpeMe Ha JICUeHHe CBC CHIONO3HH (BiK. Touka 4.8) mopaid
papMakoAWHaMHUYHATE CBOHCTBA Ha CUioa03uH. [Ipeau zanoysane Ha ledeHue, AHEHTHT TpADBa aa
Ob/ie HHGOPMHpPaH, Ye € BB3MOKHA [105BaTa Ha TO3H €(EKT, 3acATALL BPEMEHHO MBXXKHA QCPTHIHTET.

47 Ed¢ekTH BbpXy cnoco0HOCTTA 32 miodpupane H pafora ¢ MamIHHA

Crionokon nop/nsiBa B Majlka WM B yMepeHa CTeIeH CIOCcOOHOCTTa 3a 1ofpupaHe U pabora ¢
MaliMHH. [laiuenTure obave Tpadma na Obmar wHpOpMMpaHH OTHOCHO BL3MOXKHATA TOfBa Ha
CUMITTOMH, CBBP3aHH C TIOCTYpajiHa XWIMOTOHWA (Hamp. 3aMasHOCT), W TpgbBa na Obaar
NpeaynpeleHd Ja BHUMABAT MPH IodHBpaHe HIH paboTa ¢ MAIIMHH, JOKATO pa3bepar Kax MM
JCHACTBA CHIIO/IO3MH.

4.8 Hexeranu JeKapCTREHH PEAKIHH

Pesrome Ha npoduna Ha 6e3onacHocT

bezonacHoCcTra Ha CUNMONO3MH € I[IpOyYeHa FPH YSTHPH OABOMHOCIENH KOHTPOJIHPAaHH KIHHHYHH
npoyusanus Pasa II-III (c 93] nmauuedTH, mOjyYaBalUM CWIOAO3WH 8§ mg BEAHBK JHEBHO H 733
NALMEHTH, MOTYy4aBaliy 1WIaNe6o) U NIpH JIB€ ABIrOCPOYHH OTBOPEHH pasiuMpeHH npoyysaHus. O0mo
1 58] manMedTH ca noMy4Yunw CHIOAO3HH B 1034 § mg BeIHDLXK JHEBHO, BKIIIOYATENHO 961 manMeHTH ¢
EKCMO3ULMA 2a 1ToHe 6 Mecena 1 384 manmenTH ¢ eKeno3uuys 3a | roJguHa.

Haii-uecro cpoblllapaHuTe HeXeJaHW JEKapCTBEHH peakudy mpH yrorpebaTa Ha CHNOAO3MH B
pPaMKHTE Ha IUIaledo-KOHTPOIIHPaHUTE KIMHWYHM MPOYUYBaHWS M TIpH JBJrOCpovHa yrortpeba ca
HapylIEHHs Ha eIKyJalMATA KATO PETPOrpajHa eaKysalus U NMIca Ha eAKyauus (HaMalneH 1o odem
€AKYJIaT MK JIMIICa Ha TakbB), ¢ 4Yectora 23%. ToBa MOXKEe BpEMESHHO Aa 3aCETHE MEXKHA
QepranreT. To3M edekT e o0paTéM B pAMKHTE HA HAKOAKO AHH CAeld TPESYCTAHORABAHE HA
neyeHUeTo (BK. Touka 4.4). |

CrivchbK H3 HEXENAHHUTE PEaKIHH B TabJIMYeH BHI

HexenaHute jeKapcTBeHH peakiid OT BCHYKH KIHHMYHKM NPOYYBaHHA M OT NOCTMapKETHHIOBHA
OMUT B CBETOBCH Manjad, 3a KOMTO HMa OCHOBATE/IHA NPUYHMHHO-CNIEICTBEHA BPh3Ka, ¢a M30pOEHH B
TabJIMLATA 1I0~-IOJTY crIopeld CHCTeMO-0opraHunTe Kiacose 1o MedDRA # 110 decToTa: MHOro 9eCTH {>
1/10); wectu (> 1/100 no < 1/10); Heuectn (= 1/1 000 no < 1/100); peaxn (> 1/10 000 xo < 1/1 000);
MHOTO peakd (< 1/10 000), ¢ HenspecTHa yecToTa (OT HANTHYHKTE JaHHHW He MOXe Ja Oble HampaBeHa
ouieHKa). ITpH BCAKO rpynMpaHe B 3aBUCHMMOCT OT YE€CTOTATA, HaOIIONABAHUATE HEMKETaHH JEKAPCTBEHH
peakiBM ca n30pOEHH B HU3XOAMIN Pef [10 OTHOLICHHE Ha TAXHATa CEPHO3HOCT.

Cucrtemo-
OpraHeH KJac Mnozo Hecmu Hevecmu Pedxu Mruozo peoxu | C
vecmiu Heu3eeCmua
Yecmoma
Hapvwernua na Peakuux ot
UMYHHAMA aNICprUvecH
cucmema




CHCcTeMO-

OpraHeH Kiac Muoezo Yecmu Hevecmu Peodxu Mruoco peoxu | C
wecmu HEU3GECMHUI
Yecmoma
Hcuxuunu [TonnxeHO
HApVilteHn JTHOHIO
Hapywenus na 3aMasHoOCT Cunxon
HepsHama 3ary0a Ha
cucmema cL3nanue!
Copoeuru Taxuxapaus’ Cnpucbuene!
HAPYIenus
Cwvoosu Oprocratuy | Xumoronus!
HAPYWLEHUA Ha
XHIIOTOHUA
Pecnupamopnu, Haszanna
SPLOHY U KOHI€CTHA
Meouacmunani
U Hapyulenus
Cmomauino-upe HJuapwus IN'anene
EHU HAPYUWeHUR Cyxora B
ycTara
Xenamobunuap OTknoReHAS
HU Hapyulenus BbB
QYHKUMOHATHH
TE
YepHOAPOoOHA
nokaszaTeu’
Hapywenus na Koxen o6pus!,
Koxcama u Copbex’
nOOKONCHAMa Vprukapus'
MbKaH JlexapcTeeH
obpue!
Hapyuwenua na | Eaxyman EpexTuina
8bINPOUIGOOUM | HOHHH AHCOYHKUUA
enHama HApYIIEH
cucmema u M,
2upoama BKJIEOYUT
EJTHO
perpo-
rpajixa
eAKYJ1an
Hd JIUTICA
Ha
edgKynall
sl
Hapanssanus, Hurpaonepart
OMmpassHU u HBEeH uionu
YCAOICHEHUS, UPHC
BLIHUKHANY 8 CHHIPOM

pe3yamam ua
UHMEPBEHYU

| — HEHKENAHHN NEKAPCTBEHH PEakUHH OT CHORTAHHH CHOBIIERHR OT NOCTMAPKETHHIOBHA OIIHT B CRETOBEH Malal (JecTOTHTE
Ca H3THUCICHH OT ChOMTHA, CbODIABAHYM NpH KIMHHYHKE npoyusaHus (asa [-IV ¥ 0py HEHHTECPBEHIMOHAIHY NPOYBAHHA).

Onwucanue Ha H3OpaHU HEXKENAHY pEaklIHH

Opmocmamuyna Xunomonus

Hecrorara Ha OPTOCTaTMYHA XMIIOTOHUS TIPH MTALEGO-KOHTPOIMPAHH KIKHHYHH
npyu NeHCHUe CbC CHIOA03HH H 1,0% ¢ mnanebo. OprocraTHyHaTa XMITOTOH

OOBEC 10 CHHKON (BX. TouKa 4.4).
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Bumpaonepamusen ghnonu upuc cunopom (IFIS)
Wma crobmenns 3a IFIS no BpeMe Ha onepalvs Ha kaTtapakTa (BX. Touka 4.4).

CnobiaBaHe Ha MOAC3HPAHH HEKETaHH PEAKIHU

CrobmaBaHeTo Ha TOJIO3UPAHH HEKENAHW peaklMy cliell paspemaBane 3a ynorpeda Ha
JIEKAPCTBCHHA NPOAYKT € BAXKHO. Topa MO3BOMABA Ja MPOAB/DKA HAOIIOACHHETO Ha CHOTHOIICHHETO
0J138/PHCK 3a JICKAPCTBEHMS NMPOAYKT. OT MEAMIMHCKHTE CIEUMAIMCTH C€ H3HCKBa Aa choOIaBar
BCAKA MOAO3HpaHa HEXeJlaHa peaKiys Ypes:

HanenHuTENHA areHUKA 110 JIEKapCTBaTa

yi. ,,JJamsaH ['pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4,9 IIpeaozmpane

CUAnono3HE e nMpoydYpaH B J03W J0 48 mg/aeH npH 3ApaBi MHAWBHUIK OT MBXKKHM MOJL. He>xenanara
JeKapCTBEHA peakuMd, JHMMTHpPANa J03aTa, € IOCTYpaJHATA XMIOTOHHS. AKO JIEKapCTBOTO €
TPUETO CKOPO, MOXKE Jia e ONUTA MpeIM3BHKBAHE HA NMOBpBIAHE WM CTOMAIHA NPOMHUBKA., AKO
NPEeAO3KPAHETO CBC CHIOAO3HH HOBeJe OO0 XHIOTOHMA, TpadBa ja €€ OCHrypH NOJMABpXAHE Ha
CHPJEYHO-CHIOBATA LMPKYNalMs. Mallko BEpPOATHO € a2 MMa 3HAYWTENIHA [10713a OT JHANIN3a, ThH
KaTO CHJIO/IO3UH C€ CBB3BA BbB BHCOKA cTencH (96,6%) ¢ npoTrenHMTe.

5. ®APMAKOJOI'MYHYU CBOHUCTBA
5.1 ®apMakoaHHAMUAYHH CBOHCTBA

(apMakoTepaneBTH4HA  Ipyna:  YpoJoruyHd  CpPeACTBa,  AHTarOHHCTH  Ha  anda-
anpeHopeuenropure, ATC kox: GO4CA04.

Mexanu3bM Ha IeiCTBUE

Cwiono3nH e BUCOKOCTICIM(PHUCH 3a 01A-aJIPEHOPELIEITTOPUTE, KOHUTO Ca JIOKAIM3HPAHU OCHOBHO B
YOBEIIKATa pOCTaTd, OCHOBATa Ha NMUKOYHUS MEXYp, IUHAKAaTa Ha MEeXypa, NMpOCTaTHATA Karcyaa M
OpocTaTHATa ¥MacT Ha ypeTpara. bnokupaHeTO Ha Te3M Oa-aAPEHOPELENTOpH TpPeJIH3BHKBA
pejaKkcalHla Ha ITIAXKHTE MYCKY/IHM B T€3W CTPYKTYPHU, KOETO HaMaIABa H3XONHOTO CHIIPOTUBIICHHUE
Ha NHKOYHMA MeXyp, 0e3 Jia ce MpoMeH KOHTPaKTUAMTETa Ha [VialkaTa MYCKYJlaTypa Ha JeTpy30pa.
Tosa BOAM gm0 monoOpeHHe Ha CUMOTOMHTE HAa 3aibpikaHe (MPUTATHBHH) M M3Mpa3BaHe
(06CTPYKTHBHM) (CMMNITOMHM OT CTpaHa Ha JOJHHTE TMMKOYHH IBTHLIA), CBHp3aHH ¢ DeHWrHeHaTa
XHUIEpIUIasuil Ha NpocTaTaTta.

CWiogo3WH H¥Ma 3HAYMTENTHO NO-HUCBK apHUHUATET KbM  01p-aJIPEHOPELENTOPHTE, KOHTO <a
JIOKANM3Mpaid OCHOBHO B CHpAEUHO-CHIAOBATA CHCcTeMa. JeMOHCTpHpaHO € im vitro, 4e
CHOTHOIUEHMETO HA CBLP3BAHE (1A (L HA CHIIOHO3HH (162:1) e H3KIIIOUHTETHO BHCOKO.

KnnHu4aHa ehurxacHOCT ¥ 6e301acHoCT
B enHo aBoifHocnsAno, mnane6o-kOHTPONHMpaHo KIMHWYHO npoyuysaHe ®a3a II 3a onpepensiHe Ha
fl03aTa ChC CHIOAO3HH 4 wix 8 mg BeAHBXK AHEBHO € HaOMOJaBaHO MO-TONAMO MOAOOPEHHE B
MHJIEKCHMS CKOP HA CHMIITOMHTE cropell AMEpPHKAHCKaTa YyponoruuyHa acounuaums (AVA) cnc
cwronosud 8 mg (-6,8 +£ 5,8, n = 90; p = 0,0018) » cunonozun 4 mg (-5,7 £ 5.5, n = g8 0355) B
cpasHeHue ¢ wianebo (-4,0 £ 5,5, n = §3).

IToBeue ot 800 maumentu ¢ ymepenun no Texku cumrrromu Ha bXIT (Interna
Score, IPSS, naxoaHa croiinoct > 13) ca nonyyaBain CHIono3HH 8 mg el
JBe IUIALE00-KOHTPOIUPAHN KIMHWYHK npoyuBanua aza 1II, mnpos
AMEPUKAHCKM HIATH, H €HO KOHTPONHpPaHO ¢ 1wiauebo u ¢ aKTUBHO BEUIECTB
nposeAeHo B Espomna. 1Ipu BcHUKE npoyyBaHKs NalMEHTHTE, KOHTO ¢a HAMATH
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¢ mianebo npes 4-cemmuunara BxmouBawa ¢asa, ca paHAOMH3HPaHH J1a HOJYYABAT NPOYYBAHOTO
nekapcTro. IIpH BCHUKM Mpoy4Banus MAlMEHTHTE, JIEKYBAHH ChC CWIOAO3HH, ¢4 HMAIH TIO-TOMAMO
HaMaIABaHE Ha CHMIITOMHTE Ha 3ambp)KaHe (MpHTAaTHBHKM) ¥ uznpaseaHe (oGcrpykruBHu) Ha BXI] B
CpasHeHMe ¢ muanebo, cnopea oueHka cien 12-ceqmuuno neuenwe. Haunwmre ot Infent-to-treat
MOMyMTALHMUATE OT BCAKO IPOYUYBaHE ca MpeACTaBeHH 110-{00Y:

IPSS IPSS
IPSS
HpuraTdsrn OGcTpYKTHBHH
O0611 ckop
., CHMIOTOMH CHMIITOMH
Hpo- I'pyna Bpot IIpoms [Tpomana
yusa- | o A M- HaxonHa H;f Paznuka IIpomsana | Pasnuka CIIpAMO Paznuka
F g
He revenme | €HTH CTOl- MO (95% ) |copamo | (95% IIH) HAXOIHO (95% JIH)
HOCT waxom | CTPAMO H3XOHO | COpPSIMO HHEO CIPAMO
(= CO) mnauebo HHBO ru1aue6o nnanedo
0 HUBO
.y Cunonosun 233 22+5 -6,5 2.8+ -2,3 0.9% -4,2 1.9
Hﬂﬂ.uﬁ‘ﬁﬂ 228 21 + 5 '3,6 ("3:95 '137) "1,4 ('154; '0,4) -2,2 ("2961 ']:2)
S CunogosuH | 233 21 &5 -6,3 2,9% 2,4 -1,0% -3,9 1.8%
Mnage6o | 220 | 215 | -34 |CHO-LBY o JCLS-06) ) 5, 162511
Cwiomoaun | 371 19+4 -7,0 -2.3% 2,5 -0,7° -4,5 -1,7*
('352; '134) ('lal; '0:2) ("232; 'lsl)
E:‘p"' Tamcy1o 376 19+4 | -67 -2,0% 2.4 -0,6° 4,2 -1,4%
- 3UH (-2,9;-1,1) (-1,1;-0,2) (-2,0;-0,8)
185 [9+4 -4,7 -1,8 -2,9
Ilnanebo

* p <0,001 cipsamo mnaue6o; ° p = 0,002 copamo wianebo

Ilpy npoBeaeHoTo B EBpoma KNMHMYHO NPOYy4YBaHE C AKTUBHO BELIECTRBO € YCTAHOBEHO, 4€
CHIIONO3MH 8 Mg BEAHBK AHEBHO € He MNOo-Manko edHkaceH oT TaMcynozud 0,4 mg BeaHBXK
AHCBHO: KOpMrupaHata cpeaHa pasiuka (95% M) za obmus IPSS ckop Mexnay pa3iMYHHTE
e4yeHds B nomnynaumsaTra no nporokoia ¢ 04 (-0.4 no 1,1). Yecrorara Ha OTroBop (T.€.
nopobpenuero Ha obius IPSS ckop ¢ node 25%) € 3HAYMMO NO-BHCOKA B IPYIATa Ha JIEUEHHE ChC
cuiofo3uH (68%) u rpynara Ha JieueHHe ¢ TaMCYII03uH (65%) B cpaBHenue ¢ rane’o (53%).

B rpynara nauueHTH OT Te3H KOHTPONMpPAHH NPOYYBAHUH, KOMTO €4 OCTAHAIM HA NPOJLDKHTENHO
OTBOPCHO JIEYCHHE H ca TMOoJy4YaBajid CHNIOACZMH [0 | roiMHa, MHAYUMpPAHOTO OT CHJIOAO3UH
noAoOpeHNe Ha CHMNTOMMTE TIpe3 CeAMMUA 12 OT JE€YEHHETO CE € 3ana3sHio B [POALDKEHHE Ha |

roJIMHA.

B xnuHH9HO npoyuBaHe ®asa [V, nposeaeHo B Espona, ckc cpenen obdix IPSS (International Prostate
Symptom Score) ckop Ha HM3XOAHO HHMBO oT 18,9 Touxu, 77,1% umar OTTOBOpP KBM CHIIOAOZHH
(M34nCACH BE3 OCHOBA Ha IPOMSIHATA CHIPAMO M3XOIHO HHBO Ha obmma IPSS ckop ¢ mone 25%).
lipubmusvrenno nonosWHata OT nauMeHTHTE CHOGmABAT MOAOOPCHME HA HAM~HENPHATHHTC
CUMIITOMH, H&IHMLOE B HAYalOTO (HANp. HUKTYPHA, YYECTEHO YypHHHpaHe, HaMalleHa CTpyd,
HEOTJIOKHH [I03UBH 32 ypHHHpAaHe, OTAC/IAHE Ha ypUHa Ciel MpeKpaTABaHe Ha H3IPA3BAHETO HA
MCXYpa, KakTo H HEITBJIHO H3Npa3BaHe Ha MeXypa), OICHEHH C MOMOLUYTA HA BBIIPOCHHK 3a MBXKE,
¢e3aneH ot ICS (International Continence Scociety).




[leauarpuyna momynaims

Emporieiickara areHLMS 1o JnekapcTBata OCBOOOXK/ABA OT 33JB/DKCHHETO 3a IpEJOCTABSHE Ha
PE3YJITAaTHTE OT NpOYYBAHHATA C CWIIOJO3UH BLB BCHUKH [IOJATPYIIH Ha IeIMATPHYHATA TIOITY/IALIMA
mpu bXII (Bx. Touka 4.2 3a urdoOpMaLHsA OTHOCHO yIiOoTpeda B NeAHATPHATA).

3.2 PapMaKkOKHHETHYHH CBOCTBA

QapMakoKHHETHKATa HAa CHJIOAO3HH M OCHOBHHMTE MYy MeTA0ONHTHM € MpOoydYeHa IIpU BB3PacTHH
MBKE CbC ¥ 6€3 BXII cien eAHOKpaTHO W MHOTOKPaTHO MPHIOKCHHE Ha 03K B HHTSpBAIA OT

0,1 mg no 48 mg Ha neH. PapMaKkOKMHETHKATA HA CWIONO3HH € JTMHEAPHA B PAMKHTE Ha TO3H J1030B
WHTepEall. EKCITO3HIMATA Ha OCHOBHUA METa0OJUT B IU1a3MaTa — CWIOAO3HH Imokyponua (KMD-
3213G), B CTAMOHAPHO CBCTOSHHE € NPHONMUIUTENHO 3-KPaTHO MO-BHCOKA OT Ta3H HAa M3XOIHOTO
BelleCTBO. CHIOAO3HWH W HETOBUAT IJIIOKYPOHHZ JOCTHraT CTalMOHAPHO CBCTOSHHWE CHOTBETHO
Cea 3 iHH H 5 NHM JieueHue.

Abcopbrusg

[IpunoxeH mnepopanHo, cwionoswH ce abcopOupa gobpe u aGcopbuMATa € NMPONOPLHOHAJIHA Ha
nosata. Abconorrata OUOHAIMYHOCT € IpHOIIH3HTENHO 32%.

EaHo in vitro npoyusane ¢ knetku Caco-2 rokaiea, ye CHIOLO3HH NpeacTasmaBa cybcerpar 3a P-
TTHKONPOTEUHA.

Xpanara HaMalABa Curax ¢ ipuOnH3uTenHo 30%, MOBHINABA tmax ¢ IPHOJIH3KMTENHO | Yac M MMa cnad
eexT Brpxy AUC.

Cnen npuem Ha 8 mg BeRHBK AHEBHO HEMOCPEACTBEHO CNEX 3aKYCKAa B NIPOABL/DKEHME Ha 7 JHH ca
NOJYYECHH CIETHATE (PapMaKOKHHETHUHH RnapaMeTpd NpH 34paBM MHIMBHIHM OT MBXKH IOJ B
neneBus Bh3pacToB uHTEepBan {n = 16, cpenHa Bu3pacT 55 = 8 roguun): Chax 87 £ 51 ng/ml (CO), tmax

2,5 9aca (uaTepran 1,0-3,0), AUC 433 +£ 286 ng » h/ml.

PasnipeneneHue

Cunoposun uma obem Ha pasnpeneneHue ot 0,81 I/kg u ce cebp3sa 96,6% ¢ nnasmMeHHUTE IPOTEHHH.
He ce pasnpenens B KpbBHUTE KIETKH.

CBbp3BaHEeTO ¢ IIPOTEHHH HA CUIION03UH MIIOKypoHus ¢ 91%.

buoTtpanchopmaimn

CunonosuH ce wMerabonuzHpa BEB BHCOKa CreneH dpes rmokyporupane (UGT2B7),
ANKOXONACXHAPOreHaza ¥ alAeXUANeXHUIPOreHa3a W NC OKCHAATYMBHH IThTHINA, OCHOBHO upe3
CYP3A4. OCHOBHHAT METabOMT B MIa3MaTa — IMIOKYPOHUIHNA KOHIOTAT HA CHIIOMO3HH
(KMD-3213G), 3a koiiTo € ycTaHOBEHO, Y€ € aKTHBEH in Vilro HMa YIAB/DKEHO BPEME Ha ITOTYKHBOT
(mpubnu3nuTenHo 24 yaca) M ACCTUra [UIA3MEHH KOHIEHTPALMH IpUGIM3UTETHO YETHPH ITbTH
O-BHUCOKM OT Te€3W Ha CHIIONO3MH. [n Vilro JaHHHM MOKA3BaT, Y€ CHIOAO3MH HAMA NOTEHLHMAN Ja
HHXHOHpa WM MHAYLHPA eH3MMHHUTE CHCTEMU Ha muToXpoM P450.

EnuMuHHBpaHe

Crnea nepopajiHo npuioxeHue Ha MapkupaH ¢ '*C cHI0J03HH perHCTpHpaHaTa pAIHOAKTHBHOCT CJIEN
7 pHn ¢ mpubnusurenno 33,5% B ypunata B 54,9% B u3npakHeHHATA. TENECHHAT KINUPBLHC Ha
cunono3uH e npudnusurenno 0,28 Vh/kg. CunonosuH ce ekckpeTupa OCHOBHO niofl hopMarta Ha
MeTabOTHTH, MHOTO MaJIKH KOJIHYECTBA HEIPOMEHEHO IEKapCTBO C& OTKPUBAT B YPHHATA.
TepMMHAIHHAT NOJNY;KHBOT HA H3XOAHOTO CBEAMHEHHEH HETOBHHA CNIOKYPOHUI € ChOTBETHO
npuOmm3uTenHo 11 yaca u 18 yaca.

CrielyanHy ONyJialuy

Cmapuecka ev3pacm
EKCMIO3HIMATA Ha CHIONO3WMH M OCHOBHMTE MY MeTabOJIMTH HE CE T
BBh3PacTTa, NOPH NP NANHECHTH HA BB3PACT HaJl 75 FOJIMHH.

Ileouampuuna nonynayus
Cunono3MH He € NpoyuBaH Npy NAUKEHTH Ha BE3pacT oA 18 roauHm.




Yeprnodpobro yepexcoane

[Ipu npoyupane ¢ eaMHUYHA A032 (PAapMaKOKHHETHKATA HAa CHWIOJO3MH He CE MPOMEHs [IPH JEeBET
MauHeHTH ¢ yMepeHo yepHoapoOHo yrpexaade {Child-Pugh ckop or 7 no 9), B cpaBHeHue ¢ IeBeT
supasy moOporomuy. Pesynrtatite or ToBa mnpoyuBane TpsOBa /1a C€ MHTEpPIPETHPAT BHHMATEINHO,
TBU KaTO BKIIOYEHHTE MNAaLMEHTH Ca WMATH HOPMATHH CTOWHOCTH HA GMOXHMHYHHTE I10Ka3aTely,
Npeinonaranii HopmanHa MetabolnHTHa QYHKUUSA, B ca OMIM KIaCHM(QHUMpPaHM KaTo MAaUMEeHTH C
YMEpEHO HYCPHOAPOOHO YBPEXKAAHE BB3 OCHOBA Ha HAJIMYHETO Ha acUUT H 4YepHOApobHa
eHLedanonarTus.

He e mnpoydcHa dapMakoKMHETHKaTa Ha CHJIOJO3HH NPH TALMEHTH C TEXKO YepHOAPOOHO

YBpeXaaHe.

bvopeuno yspeocoane

[Ips enHo mpoy4Bane ¢ eAMHHYHA J03a CKCMIO3MIMATA HA CHIOAO3HH (HECRBP3aH) NMpH MalEHTH C
neko (n = 8) u ¢ yMepeHo 6B0pedHo yBpexaare (n = 8) Boxu cpeaHo Ao moumasaHe Ha Crmax (1,6
meTH) H Ha AUC (1,7 meTH) B cpaBHenue ¢ go6posonium ¢ HopManHa 6n6pevHa ¢yskiws (n = 8). Hpu
NaUHEHTH ¢ TeXKO Ou0petHo yspexaane (n = 5) yBesnyasaHero Ha eKcno3uumaTa € 2,2 meTH 3a Cox
1 3,7 Ty 3a AUC. CBIINo Taka € NMOBULICHA SKCIO3ZUITHATA Ha OCHOBHHTE METa0OJIMTH - cinono3ut
rmoKypoHH u KMD-3293,

IpociendaBaneTo Ha MTa3MeHUTe HUBA B €AHO KTHHHYHO MpoyusaHe Daza Il noka3ra, ye HHBaTa HA
oO1IHg CHIIONO3UH cliell 4-CeAMHYHO JieueHHE He e MPOMEHAT NMPY NAILMEHTH C JIEKO YBpexIaHe (n =
70) B cpaBHeHME C MaUMEHTH ¢ HOpManHa GbOpeuHa GyHxuMs (n = 155), JOKATO HHUBATA CPEIHO ca
YABOCHH MPH NALMENTH ¢ YMEPEHO YBpexkzane (n = 7).

Criopex eaun nperiieq Ha AaHHMTe 32 0€30MAaCHOCTTA HA MAUMEHTHATE, BKIIOYCHH BbB BCHUKU
KIMHHYHH TIpOYYBaHHA, JieKoTo OBOpedHO yBpekaaHe (n = 487) He npeAcTaBiasBa JOMBIHHMTENIEH
PUCK OTHOCHO O€30MacHOCTTa N0 BpEeME Ha TEpamus CBC CHIOAO3MH (KAaTO YBEJMYaBaHE HA
3aMagHOCTTa WIM OPTOCTATHYHATA XWMNOTOHHS) B CpaBHEHHe ¢ MAaUHeHTH ¢ HOpmaiHa OvOpedna
byuxups (n = 955). CbOTBeTHO He ce Hajlara KOPUripaHe HAa N034Ta MpPHM ALMEHTH ¢ Jieko 6uOpedHo
yBpeKAaHe. Thid KaTo CHILUECTBYBA CAMO OrpaHHYeH OINHT IIPH MNAIMEHTH ¢ yMeEpeHo ObOpevHo
yBpexaane (n = 35), ce NpenopsuBa no-HUCKa HavalHa 1032 oT 4 mg. He ce npenopbyea ynorpedara
Ha CHJIOZO3KH MPH MAIHEHTH ¢ TEXKO Op0pedHo yBpexaaHe.

53 Ilpeaxnuanuuu g1anuu 3a Ge3omacHOCT

HeknuHuueMTEe JAHHM He NOKa3BaT oco0eH pUCK 3a Xopa Ha 0a3aTa Ha KOHBEHIMOHAIHMTE
(apMako/IOTHYHH TMpOydYBaHMs 3a O€30MacHOCT, KAHHEPOTrEHEH [OTEHIMANl, MyTareHeH |
TepaToreHeH MoTeHLMan. EdekTH pu xHBOTHH (3aciraHe Ha IMIMTOBMIHATA JKJIE3a PH TPU3AYN) CcC
HaOmoJaBaT caMO Clel €KCIIO3MLIMH, CYMTAHH 3a 3HAUMTENHO HAIBHINABAIM MAaKCHMAIHATA
€KCIIO3ULHA NPH XOpa, KOETO NOKAa3Ba MaikaTa 3HAYMMOCT TPH KJIIMHK4YHA yrioTpeba.

[Ipn MBXKM MUTBXOBe € HabGnopaBaH HaMaieH QEPTHIMTET NPH EKCHO3HLUMH, KOWTO ca OwiM
MPUOTU3UTENHO B2 ITETH IO-TOIEMH OT MaKCHMAJIHATa NIPeIOpBLYMUTEIIHA 034 3a Xopa.
HaGmionasauuat edexr e obGpaTum.

6. ®APMAIEBTAYHH JAHHH

6.1 Chnucbk Ha HOMOIIHHETE BENIECTBA

ChIppXaHWE HA KANCyaTa

Manuton (E421)

llpexenaTvHU3NpPaHO LAPEBHYHO HULUECTE
Harpues maypuncyndar

I'muueponos nubexenar (E471).

O0BHEBKA Ha Kancysara
Kenarnn
Twranoe quokeun (E171)
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MacTHTOTO CBABPKA!

IHlenmax

bessoaeH ankoxon

HMzonponmunos ankoxoit,

ByTunos ankoxoa
ITponiieHrnukon,

KoHueHTpupaH pasrsop Ha aMOHAK
Yepen xenezen okeun (E172)
Kanwues xuapoxcun

6.2 HecnhBMeCTHMOCTH
Henpunoxumo

6.3 Cpok Ha roamoct
4 roguHH

6.4 Cueunajny yc/I0BHSA HA ChXpaHEeHHE

be3 cnelanHi TEMIEpaTyPHH YCIIOBHS Ha ChXpaHEHHE.
Ja ce ChXpaHaBa B OpUrHHaTHaTa ONAKOBKA, 3a J1a CE MPEANnast OT CBeTIHHA.

6.5 Buan ceanpxkanne na onakoskKaTa

Kancynure ce npepnarar 8 6mucrepu or PVC/PE/PVAC/ Al anymusueBo (oIno, NoCTaBeHU B
KapTOHEHa KYTHA C JIMCTOBKA.

Omnakoeky 1o 30 unu 60 kancynu.

He BcHYKM BHJIOBE ONAKOBKH MOraT Aa G'bJaT IyCHATH Ha nas3apa.

6.6 Cnennmaasd npeanasHM MEPKH NPH H3XBLPIARE

HeWsnon3paHHAT JIEKapCTBEH TIPOAYKT WIM OTHAALYHHTE MaTepHalld oT Hero Tpabea na ce
H3XBBPAAT B ChOTBETCTBHE ¢ MECTHHTE M3HCKBaHHA.

7.  HIPATEXATEJ HA PASPEINIEHMETO 3A YIHOTPEBA

PAPMAKOHC AJ[

oyn.”eio K. fAropos™ Ned4, er.1

Coousa 1164

bwarapus

8. HOMEP(A) HA PASPEMIEHHETO 3A YIIOTPEBA

Per, Ne:

9. JATA HA ITBPBO PA3PEMIABAHENIOTHOBSBAHE HA PA
YHOOTPEEA

Hara Ha ITepBO paspemasaHe:
Jara Ha MoCnenHO NOAHOBABAHE:
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10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA

OxroMepu 2023
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