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2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Beaka gunmupaHa tabnerka cuabpxka 5 mg conddeHalMHOB CyKUMHAT (solifenacin succinate),
ChOTBETCTBAIUM Ha 3,8 mg conudenaumu (solifenacin).

[TomouiHo BemecTBO ¢ u3BecTHO AeiicTere: 105,5 mg n1aKkT03a MOHOXHJIPAT.

Houonmc nemec'rno c mnec:mo ﬁeﬁmne 100 5 mg mg nmoaa MOHOXHJIp&T

3a MBJTHHMA CITHCHK HA MOMOILHHWTE BellleCTBa BHXKTEe TOuKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana tabnerka.

Conudenauyn  Akopa 5 mg dunaMupaHd TabNeTKH: CBETJIONKBITH, KDPBIIIM, C JHAMETBHP
npubnuszurenso 7,1 mm, ABOMHOW3MBbKHANM, GuaMupaHu TabneTku, rpaBupanu ¢ ,EG” or enHara
cTpaHa H ,,1” oT apyrara.

4. KIAHHUYHHA JAHHUA

4.1 TepaneBTHYHH NOKA3aHHA

Conudenaunn Akopa e nokasad 3a CMMINTOMAaTHYHO JI€YeHHe HA MHKOHTMHEHLHS HA YPHHA W/WIIH
YBE/IHYEHA YECTOTA H HEOTJIOKHOCT Ha YPHHHPAHETO, KOHTO MOraT Aa Ce MOSBAT NPH IALMEHTH ChC
CHH/IDOM Ha CBPbXaKTHBEH IMKOYEH MEXYP.

4.2 [I0o3MpOBKA H HAYHH HA NPHJIOKEHHE

O3UpOBKa

Bwspacmnu, exnoyumenno nayuenmu 6 cmapyecka ev3pacm ;
IIpenoprunrennara no3a e 5 mg Conudenaumu AKOpA eIHH BT AHEBHO. AKO e HeoOX0o
MOe nia ce yBennuu 10 10 mg conupeHauMHOB CYKCHHAT €MH BT JHEBHO.

CrielMansu nonyiaauuu

layuenmu 6 nanpeonana ev3pacm
He ce nanara kopekuus Ha f103aTa NpH NalMEHTH B HanpeaHana Bb3pacT.
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Hayuenmu c 6v6peuno yepexcoane

He ce namara kopurupae Ha n03aTa NpH NAalHEHTH ¢ JeKo A0 yMepeHo GufpedHo yBpexpmae
(kpeaTMHEHOB KIMPBHC >30 ml/min). [Tpu natpenTH ¢ Texko 6u6peuno yBpexnaHe (KPEATHHHRHOB
knupeHC <30 ml/min) nekapcTRoTO TpaGBa Ja ce MpUiAra BHAMATENHO M MALMEHTHT Aa HE MpHEMa
noseye OT 5 Mg €AMH ITLT JHEBRO (BiK. TOuKa 5.2).

Hayuenmu c veproopobuo yepescdane

He ce Hanara xopurupase Ha n03aTa NpH NALKEKTH C JeKo uyepHOAPoGHO yBpexnane. [launentu ¢
ymepeHo deprogpobHo yepexnase (ckop mo Child-Pugh or 7 po 9) nekapcrsoro Tpabea pa ce
NpHnara BHUMATENHO W MAlMEHTHT He TpAGBa Na MpHema MOBEYE OT 5 Mg eJMH WLT AHEBHO
(ex.TOUKA 5.2).

Hayuenmu, nexyeanu ¢ mownu unxubumopu na yumoxpom P450 344

Maxcumannata noza Comapenaimn Axkopa Tpa6ea aa 6nae orpaHHueHa 10 5 Mg, KOraTo ce MpHeMa
32€0HO ¢ KCTOKOHA3CJ WM ¢ TEPANEBTHYHM [O3M OT APYTd MOInHM MHxuGHTOpH Ha CYP3A4, Hamp.
PUTOHABHD, HEIQHHABHD, UTPAKOHA30M (BXK. TOUKA 4.5).

ITeouampuuna nonynayus

Besonactoctra 1 eduKacHOCTTa Ha conugeHaluMH NPH Jeua W FOHOMIA 110, 18-ToaHINHa BE3pacT Bee
ome He ca ycraHoBeHH. [Topaan Task npuunna ConudeBanii AKOpa He TpAGBRa 1a ce MpHIara TnpH
AeLa H KOHOLIH.

Hauun Ha npunoxenne
Comucpenanmn Tpabea xa ce npuema nepopanno ¥ TabNeTkHTe Ja ce NOMTBLIIAT LETH ¢ TEYHOCTH.
Mosxe na ce npnema cre unH Ges xpaHa.

4.3 IIpoTuBonokaA3auud

- CBPBXUYBCTBUTENHOCT KEM AKTHBHOTO BEIIECTBO WIH KBM HAKOE OT TIOMOLIHHTE BELIECTBA,
u30pGeHH B TO4Ka 6. 1.

- ConufeHalHH € POTHBONOKA3AH NPH MAIMEHTH: CHC 3abPXKAHE HA YPHHA, TEHKKO CTOMALIHO-
4peBHO 3a0onfABane (BKNOYMTENHO TOKCHYEGH MECakoNOH), MMACTEHHA [pPABHC WM
TACHOBIBIIHA [TIAYKOMA H TIPH NALMEHTH ¢ PHCK OT Te3H 3a60/aBanus;

- Hatpenmu, noanoxeHH Ha Xemoauanm3a (BxK. Touka 5.2);

- ITanpenTy ¢ Texko YepHOAPOGHO yBpexaaHe (BK. TOUKa 5.2)

- HawmenTy ¢ Texxo 66pedHo yBpexane wiM yMepeHo HepHOZPOGHO YBpekaHe H KOHTO Ca
Ha nedyenne ¢ MolieH CYP3 A4 unxuburop, Hanp. KETOKOHA30 (BXK. TOUKA 4.5).

44 Coenmaium upesyupexaenss i NpeXNA3AN MEpKH npH ynorpeba

Mpenu nevennero cxc conudenauyn Tpatea na ce HANPABH OLEHKA Ha IOPYTHTE MIPHYMHH 32 YeCTO
YPHHHpaHe (ChPACYHA HEMOCTATEYHOCT WIH 6B6peuno 2aGonapane). IIpy HanHuHe HA MHQEKIMS Ha
NHKOYHHTE ITETHING TPAGBA 1A Ce 3aN09HE TOAXOARIIA AaHTHEAKTEpMATIHA TePaIIHA.

Conudenauun Axops TpsGea na ce npuara BHHMATEHO NPH TALHEHTH C:

- KIMHHYHO 3Ha4HMa OGCTPYKIMA Ha OTTHYAHETO Ha [HKOYHMA MEXYp, C PHCK OT 3afbpKaHe Ha
YpHHa;

- OGCTPYKTHBHH CTOMAIIHO-YPEBHH HAPYIIEHHS;

- PHCK OT [OHMGKEH CTOMAUIHO-4PEBEH MOTHITHTET;

- TekKo Gu6pednc yBpexnaHe (xpeaTHHHHOR KNHPBHC <30 ml/min; k. TOYKM
AO3HUTE 33 TE3H NAIMEHTH HE TPAOBa Na HAABMIIABAT 5 mg;

- YMepeHo depHoApoGHo yepexknane (ckop mo Child-Pugh or 7 no 9; Bx.
AO3UTE 34 Te3H MALMEHTH He TPAGRa Ja HaARMINaRa S5 mg;

- edHoBpeMmeHHa ynotpeGa Ha momeH CYP3A4 unxuGurop, Hanp. KeTOKO
4.5);




- XHaTycoBa XepHHA/racTpoezodareaneH pedulykc W/HNM NAlMEHTH, NPHEMAINH E€IHOBPEMEHHO
nekapceTBeHH NpoAykTH (kato O6MdocdoHaTH), KOHTO MOraT Aa MPHYHHAT WM aa obocTpaT
esodarur;

- ABRTOHOMHA HEBPOIIATHA.

Yawnxapane na QT wnurepeana u Torsade de Pointes ca wabmopgapaHs NpH malMeHTH C PHCKOBH
(axTopH KaTo CHLIECTBYBAIN CHHAPOM Ha YABDKeH QT MHTepBAN M XMITOKAIHEMHA.

BesonacHocTTa W e(HKACHOCTTa TpH MAUMEHTH C HEBPOTCHHA MPHYMH& 32 CBPBHXAKTHBHOCT Ha
NEeTpy30pa BCE OIIE HE Ca YCTAHOBEHM.

ITauHeHTH ¢ peAKH HACNEACTBEHH NMPo0IEMH HA TANAKTO3HA HEMOHOCHMOCT, Lapp nakTaseH aeHUHT
HIIH ITII0KO030-TanakTo3Ha ManabeopOuma He TpaGBa Aa IpHEMAaT TOBa JIEKAPCTRO.

HMma cpobllieHHa 3a aHTHOENEM ¢ OGCTPYKUMA HA NMXATENHHTE MBTHIUA NP HAKOH MALEHTH
npHemaill conHgenannH. [Ipu nosBa Ha aHrUoeneM, NEYCHMETO Che conmmdeHauyH TpAGBa na ce
MIPpeYCTAHOBH M a C€ NpeANPHEeMAT NOAXOAAIA TepaHa H/ WK MEPKH.

Hma cbobmenns 3a aHaQUNaKTHYHA PeakuMA MPH HIKOM MALMSHTH, JIEKYBaHK ChC COMH(pEeHalMHOB
cykcHHaT. [Ipn maumenTHTe, paskWIH aHAQHIAKTHYHM peakLMH, JEYEHHETO CBC CONHMEeHAlMHOB
CYKCHHAT TPSOBa Jia C& NpeyCTaHOBH M Ja CE NPEeANPHEMAT NOAXOAIIA TEPAITHA H/HIH MEPKH.

Maxcumanuuar epexr or ConndeHauun Axopa Moxe aa Gnie onpesieneH Haji-paHo ciel 4 CeIMHIH.

4.5 BammoneiicTBHE ¢ IPYr# NEKAPCTBEHH MPOAYKTH B APYrH GopMH Ha B3auMoJelcTBHE
DapMaKoNOrHYHH B3aHMO/eliCTRHA

EAHOBpeMeHHOTO JIeUeHHE ¢ IPYIy IekapCTBEHH NPOAYKTH ¢ AHTHXOJMHEPIHYHH CBOHCTBA MOMe 1a
JoBefie 10 MO-H3PA3CHH TepaneBTHYHH e(eKTH M HOXKENAaHH peakiii. Cnell cnypaHe Ha JEUEHHETO
¢b¢ Conudenaipn Akoph € HeOOXOOHM HHTEpBaJl OT NMPUOIMIMTENIHO elHA CeAMMIla MpeAH Ja ce
3AMOMHE JICYEHHE C JAPYTC AHTMXONIMHEPrHYHO CPeACTBO. TepaneRTHYHMAT edekT Ha conudeHalMH
MOXE N3 ObAe MOHKKEH NPU EJHOBPEMEHHO MPWIOKEHHE HA ATOHMCTH HA XONMHEPrHYHHMTE
peuenTopH.

ConueHanui MoXe [a NOHHWXKM epexTa Ha JIeKapCTBEHMTE NPOMYKTH, KOMTO CTHMYJIHDAT
MOTWIHTETA Ha CTOMAIIHO-YPEBHUA TPAKT KATO METOKIIONPAMHI H LIM3ANPHA.

PapMakQKHHETHYHH B3aUMOCHCTBHS

In vifro NpoYYBaHHA NOKA3BAT, Y& NPH TEPANCETHYHM KOHIEHTPAIMH COTM(EHALMH He HHXHOHpa
CYP1A1/22, 2C9, 2C19, 2D6, win 3A4 nOMyYeHH OT YOBEUIKH YEPHOAPOOHM MMKPO3OMH.
CrenoBarenHo, Malko BRepoATHO € comMbeHAUMH JAa NPOMEHH KIMPBHCA Ha JIEKapeTBa
MeTabonusnpan ot Tean CYP eH3uMu.

Bianauuxe Ha ) () .TBCHH PO, BBpXY (HADMAKOKHHETHYHHTE CBOMCTBA Ha CMHSDGHLU,QH

Conudenaumn ce metaGomusnpa or CYP3A4. EQHOBPEMEHHOTO MPHICKEHHE HA KETOKOHA3ON
(200 mg/nen), momen CYP3A4 umxuburop, Bomu A0 AByKpaTHO yeenHveHne Ha AUC Ha
conudpeHaunH, JOKATO eIHOBPEMEHHOTO NMPHICKEHHE HA KETOKOHA30/ B 703a 400 mg/nen Boau Jo
TPHKpaTHO yBenmyaBaHe Ha AUC Ha conudeHauuH. CnenoBaTenHo, MAKCH
Conucenatmn Akopa TpaGea fla G orpanHuena Ao 5 mg, KOTaTo ce H3MON3
KETOKOHA30/1 WIH TEPaneBTHYHH OO03H Ha ApYrH MOWHH CYP3A4 muxuburop
HepHHABHD, HTpakoHa3oM (BXK. TouKa 4.2).
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He ca npoyueny e)eKTHTe Ha CH3UMHATA HHOYKUKMA BHpXY (apMakoKHHETHKATA Ha CONH(EHAIHH H
HEroBUTe MeTaGOMMTH, KakTO M eexTHTe Ha CYP3A4 cyGerpaTHTe C TO-BHCOK adHHHTET BBPXY
€KCIO3HIMATA Ha conHpeHaumH. Thii kato conndeHauus ce metabomaupa o1 CYP3A4, BE3MONKHH
ca apMaKoKMHeTHYRH Biaumoneiictehs ¢ apyrn CYP3A4 cyGerpatd ¢ no-BHCOK aduHHTET (Hanp.
pepanamun, guatrasem) U CYP3A4 uuayxropu (Ranp. pudaMauumH, GeHHTOHH, kKapbaMasenuH).

Buusnne na comaden: H Bb apMakKOKHHCTHKATA Ha H J1eKapCTBEHHA PO,

Opannu xonmpayenmusu
TlpremsT Ha conMeHANMH He NOKA3EA (APMAKOKMHETHMHO BlamMojelcTeve Ha COMRGEHALMH C
KOMGHHHPAHH OPAJIHM KOHTPALEITTHBH {€THHRNIECTPAIHON/ ICBOHOPreCTPEL).

Bapghapun
IIpHeMET Ha comHpeHalH He NpoMeHs GapMakOKHHEeTHKaTa Ha R-Bapdapun win S- BaphapuH WiIH
TeXHHA e()eKT BBPXY NpoTpoMOMHOBOTO BpEMe.

Huzoxcun
IIpHeMBT Ha conueHalUHH HE MoKa3Ba edexT BpPXY (apMaKOKHHETHKATA Ha IHTOKCHH

4.6 <DeprhauTer, GpeMeHHOCT H KbpMeHe

EMEHHOCT

Hama HaiM4HM KIMHWYHH #JQHHH 33 KeHH, KOWTO ca 3a0peMeHeNH, NOKAaTo Ca TNpHEMalH
comudenamn. IIpoyuBaHHMSTa BEDXY MKHMBOTHH He TMOKA3BaT NpeKH BpeAHM edexrTH BBPXY
deprinuTeTa, eMOpHOHATHOTO/QeTANHOTO pasBuTME HIH paXaaHero (BX. TouKa 5.3).

IToTeHUMANHHAT pHCK 3a Xopa He e u3BecteH. HeobxonHuMa € NpeanaziMBoCT NMPpH NPEANHCBAHE Ha
OpeMeHHH XKEeHH.

Kxpmene

Hama Hanu4Hu [aHHM 3a CKCKpenMATa Ha coMM(eHauMH B YOBELIKATA KbpMa. [lpn Mumkn
conideHALHH K/HIW HETOBHTE METaOONHTH e eKCKPETHPAT B MIIAKOTO H NPHYHHABAT A0303aBHCHMA
sabapsHe Ha pacTeka Ha HOBOPOJSCHH MHWIkH (Bx. Touka 5.3). Cnepmosatenno, ymotpebaTa Ha
Conndenauyn Axopn Tpabea Ja ce H3baraa no speMe Ha KbpPMEHe.

DepTHIHTET
He ca HATHYHY JaHHH 110 OTHOWIEHHE Ha (PEPTHITHTETA.

4.7 Edexta popxy cnocofHoctTa 33 IogEpane 1 pabora ¢ MAIIEAR

Toi kato conudeHalyd, noaoGHO Ha ApYrd AHTHUXOIHHEPrMYHH CPEACTBA MOXE Na MpHYHHH
3aMBITIEHO BIOKJAHE H, HEMECTO, CHHJIMBOCT M OTmamHanocT (Bx. Touka 4.8), crmocobHocTTa 32
mogHpane U paboTa ¢ MANIHHK Moske Aa 6be NOBAMAHA OTPHLIATE/THO.

4.8 Hexeland JeKapCTBeHH PeAKIHH

O6ofmenye na npobuna wa GeronacHocT

ITopank dapmakonornunus edekt Ha conndenaimt, ConndenanyH AKOpPA MOKe Na IPHIAHH (Hak-
o0o) JNeKkH g0 yMepeHH aHTHXONMHEPTHYHM HexelaHM peakuud. Yecrorara Ha
AHTHXOIMHEPTHYHHTE HEXENAHH Peak(My € CRLP2aHa ¢ 03aTa.

Haii-uecto crofmasaHaTa HexXellaHa peakims Tpu NpHeM Ha conudeHalH €
noseiea MpH 11% oOT manMeHTHTE, NEKYBAaHHW ¢ 5 Mg SMH ITET AHEBHO,
NekysaHH ¢ 10 mg eaMH nsT AHesHO H 4% OT NAUKEHTHTE, NEKYBaHH C

CYXOTara B YcTaTa OOHKHOBEHO € YMEPEHa M C4MO B PEAKH CIIydaH BOAM O C
Kato wano, KOMIIAHBHCET NpH NPHEM HA JIEKADCTBEHHS NPOAYKT © |



(nmpubnusmurento 99%) kato npuGnsurentHo 90% OT NaLMEHTHTE JIEKYBAHH CHC conudeHaUHH ca
3aBBPIIMIN UETHA 12-CeAMBUeH KYPC Ha NIEYEHRE. :

Tabanued cNUCHK Ha HEKENAHNTES NEKAPCTRCHY peaki|n

CHeTeMno- MHuoro YeeTn HeyecTs Peaxu MHOro peaxks C HeH3BecTHA

OpraHeH# Knac no | 4ectH 1/100 no 1/1 000 go (= 1710 000 no | (<1/10 000) yecToTa (0T

MedDRA @1/10) | <1/10) <1/100) <1/1 000) HAHYHHTE
JARHHU HE MOXKE
aa Gbae
HanmpaBeHa
OUEHKA)

Underupy u Huderuns Ha

HApecTAMH TMHKOYHHTE

TETHIA
HucTHT

Hapyuieus Ha AnadunaxriiHa

HMYHHATa pealq_u{;[*

CHCTEMa

Hapymenua Ha Hamanen anerur*

MeTaGomusma U XunepxamieMHua*

XpaBeHeTo

HNeuxuanm Xamownnaupn* | Henuprym*

HApYIEeHus Ofspranoct*

HapymeHus Ha CoMHONEHTHOCT | 3aMasHOCT*

HEpBHATA CHCTEMA Hducreysun Inaeobomne*

Hapymenus Ha 3aMBIICHO CyxoTa B O49HTE I'naykoma*

o9HTE BIKIAHE

Cobpaeynn Torsade de

HApYILCHHA Pointes*
Y aumken QT
unTepean g EKT
Ipeacwpaso
MBAIEHE*
TTanmirauma*
Taxwxapaws*

PecrupaTophH, Cyxota B HOCa HMucdouns*

TPBAHH H

MeIHaCTHHANHH

HApPYWEHWS

CromamHo- CyxoraB | Kouctunaups | Factpoesodars- | O6ctpyxous Uneyc*

qpesHd ycTara Capene amaa pedurykcHa | Ha Konoua AGnoMuHaneH

HApYIESHUA Hducnencus Gonect DexanHo ancroMpopt*

AGnoMu- CyxoTa B 3aApPLECTBAHS
HanHa Gonka | repnoro Iosprane*

XenatobwiHapHu YepHOAPOOHH

HADYIUCHUS HApylIEHHA*
AHOMAITHK B
peayitaTire oT
H3CTIeIBAHIATA Ha
yepHoApoGHaTa
¢yHKIHA

Hapymenns Ha Cyxa Koka CopGex*

KOKaTa H O6pun*

MCAKOKHATA

ThKaH

Hapymenna na

MYCKyIHO-

CEENeTHATA

CHCTEMA H




ChEAMHMTENHATA

THKAH

Hapymienus Ha 3aTpymicHHA B | 3aApbaKKa HA Brnbpeuno
6n6peaure u YPHHMDAHETO ypHHa yBpexaaHe*
MMHKOYHHTE

OpTHIOA

O6um Ormaymianoct

HAapYIEHHs H Iepndepen

e(eKTH Ha OTOK

MACTOTO Ha

TPWIGKCHHE

*HabmoaapaHH B IOCTMApKETHHTOBUA NEPHON

Crofliabane Ha N0JO3HPaHH HEXENIAHH PEAKIIMH

CrobuiaBaneTo Ha NOAO3HPAaHH HEXENAHH PeakLiH Clie[l paspeltaBane 3a ynotpefa Ha ieKapcTBeHUs
NPOAYKT € BAXKHO. T0B2 NO3BONABA A2 NPOXBIKH Hab/IONEHMETO HA CHOTHOUIEHHETO MOM34/PHCK 33
nexkapcTenus WPOXYKT. OT MENMUHHCKHTE CIEUHANMCTH €€ HM3HCKBa Aa CboOIiaBaT Boska
NOAO3MpaNa HeXkenaHa peakiua Ype3 HALHOHANHA CHCTEMa 3a ChobulapaHe:

Hannanwrenna aresiyi no JIeKapcTBaTa
ya. ,Hamsan [pyen” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenozapane

CrMITTOMH

Ilpeposupanero Ha conudieHAUMHOB CYKUMBAT MOXE NOTEHIMANHO Aa AOBege 10 TEXKKH
AHTHXONIMHEPrHYHH edektd. Haii-sucokara 1o2a conHdreHAUMHOB CYKIIMAAT, NPWIOKEHa CIyvaHHo
Ha ¢AHH nanpeHT e 6una 280 mg 3a nepuoa oT 5 yaca ¥ € A0BCKA A0 NPOMEHH HA MCHTANHMS CTaTYC,
HEWIHCKBALA XOCTTHTANHIALIMA.

Osnangeane

B cnywait Ha npemoshpane Ha comHeHAIMHOB CYKUMHAT Ha TAUMEHTA TPaGRa Aa Co Aale aKTHBeH

BLriaeH. CToMammHaTra MpOMMBKA € OT MON3a, ako ce Hanpaed 1o | 4dac, Ho He Tpabea na ce

NpeH3BHKBA OBPBLOAHE.

Kakro B npH JpyrH aHTHXOJHHEPIHYHH CPEJCTRA, CUMITTOMHTE MOraT fAa OBAaT NeKyBaHM KakTo

cliepa:

- OCTpH LICHTPATHA aHTHXOTMHEPIAYHY eheKTH KATO XAMOLMHALMH Wl W3paseHa
BB30yNa:NpoBeXIA ce NeueHHe ¢ GUIOCTUrMME WK Kap6axon.

- KoHeyncun ui m3pazeda snalyna: nposexaa ce neueHue ¢ Gerzonuasenunn.

- JluxarenHa HeNOCTATBYHOCT: NPOBEKAA CE WIKYCTREHA PECIIMpALMS.

- Taxurapausa: npope:Kaa ce neyenne ¢ Gera-Gnokep.

- 3aAbpkaHe Ha YPHHA: NPABH CE& KATETEPH3ALMA.

- Munpuasa: npoeexa ce NeUCHHE ¢ MUIOKAPIHHA KATKH 33 OYM K/WNH NALMEHTST CC NOCTABA B
TBMHA CTad.

Kakro # nipH IpyrH anTHMyckapuHOBM CpefcTRa, B ciiyyall Ha npeaolupane, TpaOea na ce ofbpHe
CIICLIHA/IHO BHHMAHHE Ha TAUHEHTH ¢ W3BECTEH PHCK OT yAumkasane ma QT-unre a (marp.

H3BECTHO, Y¢ yawbkaeaT QT-uHTepRana) ¥ CHOTRETHO NPEAMICCTRAINKA ChPACY
MHOKAP/IHA HCXEMHS, ADHTMHS, KOHIECTHBHA CHPAEYRA HENOCTATEYHOCT).



DAPMAKOJIOIHYHHU CBOMCTBA
S.1 dapMakogAHAMEMHE CBOHCTBA

®apmakoTepaneBTHYHA IPyTia: YPONOTHIHH NEKAPCTBEHH MPOAYKTH, CIIA3MOTMTHIM HA THKOYHHTE
meTHIOA, ATC xoa: GO4B DO,

MexanuzsM Ha JelCTRBHE
ConndeHaumMn & KOHKYpeHTeH, cieH(pHYeH aHTATOHHCT Ha XOJINHEpI HMHHTE PELIENTOPH.

DapmakosuHAMHYHY ederTH

[InkouHusT MeXyp ce¢ HMHEpBMpAa OT NAPACHMIIATKKOBH XOINHHEPrMYHH HEpPBH. ALETHIXOIHHLT
KOHTDAXMpa Mafkus MyCKYl Ha AETpY30pa Ype3 MYCKapHHOBH PELETTOPA, NPeAHMHO NMOoATHN M3. In
Vitro W in vivo (hapMaKojIOTHYHH M3NHTBAHHA MOKA3BAT, Y€ COMMPEHAUMH € KOHKYPEHTEH HHXHOUTOP
Ha MYCKapHHOBHTE peuentopy, noarun M3. Oceen ToBa, conufenalyt e nokasan, 4e & cneuMpuueH
AHTArOHHCT H& MYCKADHHOBHTE PELIENTOPH, KaTo NPOABABa ¢iab aQHHHTET HIM HE NPOIBAB2 HHKAKEB
A(HMHHTET KbM Pas/IMUHHA ADPYTH PELENTOPH M HOHHM KAHANM, KOUTO C& W3CIeBAHH.

Knpnuuna eduxacHoct B GesomacHocT

Jleyennero cbe comudesanyt B 1038 5 mg ¥ 10 mg JHEBHO € MPOYYEHO B HAKONKO ABOHHO-CIIENH,
PaHOOMH3NDAHH, KOHTPOIHPaHH KIHHHYHH NpPOYYBAHHA NPH MBXKE H XKEHH CBC CBPBXAKTHBEH
NHMKOYEH MEXYP.

Kaxto e nokasano B Tabmunata no-gony, u asere no3u, 5 mg 1 10 mg conndeHalMH NPeU3EHKBAT
CTATHCTHYECKH 3HAYMMH MONOOPEHUS B TBPBHYHHTE M BTOPHYHHTE KPAiHH TOYKH B CPaBHEHME C
uaie6o. EduracHoCT ce Habmozaga enHa CeIMMIA ClIe/i HAYATIOTO HA JISYEHHETO M OcTaBa cTabunHa
32 TIepHOA OT 12 cepmuun. TIpONLIDKHTENHO OTBOpPEHO NMpoyYBaHE MOKa3Ba, de e(PHKACHOCTTa Ce
3anaspa B HpOOBE/DKEHHE Ha Hali-Manko 12 meceua. Crien, 12-ceAMHUHO Jeuenne, npubausuTenHo 50%
OT NAUMEHTHTE, CTPAJALY OT HHKOHTHHEHIHA NPEIH NEHEHHETO, HAMAT ENM304H HA HHKOHTHHEHLIHA.
Oceen T0Ba, NpH 35% OT NauMEHTHTE € MOCTMTHATA YECTOTa HAa YPHHHpaHe MO-Maika oT § ITETH
AReBHO. JIeYeHHETO HA CHMITOMMTE Ha CBPHXAKTHBEH NMKOMEH MEXYp C& OTpasspa GlaronpMaTHO
BEPXY pelHlia KPHTEPHH 34 Ka9€CTBOTO Ha XMBOT, KATO HanpHMep: [IOCTHOTO YCEAaHeTo 3/pase,
BIMAHHETO HA €MNH30HWTE HA HHKOHTHHCHIHSA, OrpaHvdeHdUsTa B AclicTBMATA, (H3MueckuTe
OrPAHHYCHHA, COLHAIHKHTC OrPAHHYCHHA, €MOLIMHTE, TEXKECTTa Ha CHMITTOMMTE, TEXECTTa Ha
NpeanpHeMaHeTe MEPKH H HapylIeHHETO Ha ChHR/ M3HEHOCTTA.

Pesynmamu  (o6obwenu Oannu) om
npodwadicumennocm 12 cedmuyu

uwemupu xoumpopupany (pasa 3) npoyusawun ¢

IThayebo Conugbenayun Conupenayun Toamepodun 2
cykyunam 5 mg | cyxyunam [0 mg | mg 2 nomu
GEOHBINC OHeENs | 8eONBIC OHEBHO | OHesHO
Bpeit  ypunupanun/24
waca
Cpemo KIXOoaHe HUBO 119 12.1 119 121
Cpenno HamaneHue or 14 2.3 2.7 1.9
M3XO/THO HHRO
% nmpomAHa ot HxxogHOTO | (12%) (19%) (23%) (16%)
HMBO
Bpoii napesTH 1138 552 1158 250
p-c1ofHocT* \ <0.001 <0.001 0.004
bpoii na cnewunume —
nozusw/'24 ugca TN
Cpeno oo Hue0 | 6.3 5.9 6.2 é\v&\”u — o >
CpenHo HamaneH e or 2.0 2.9 3.4 SN
FRXOMHO HHBO ]
% npomsana or mxogHoTO | (32%) (49%) (55%)
HHBO
bpoii naumesv 1124 548 1151




| pcroiimocr* <0.001 <0.001 0.031
Bpoii na enizooume na
HHKOBMHenpin/ 24
yaca
CpenHo M3X0ZHO HHBO . 2.6 2.9 2.3
CpeiHO HAMANEHWE OT 1.1 1.5 1.8 1.1
M3XOIHO HMBO
% npomana ot mxxoaHOTO | (38%) (58%) (62%) (48%)
HHBO
Bpoii naupeHTH 781 314 778 157
preroiiHoct* <0.001 <0.001 0.009
Bpoii na eniooume na
Huronypu/24 waca
Cpeano M0aHO HHBO 1.8 2.0 1.8 1.9
CpeHO HaManeHue oT 0.4 0.6 06 0.5
H3XOHO HHBO
% npomaHa oF mxomHoTo | (22%) (30%) (33%) (26%)
HHBO
Bpoii mauper™M 1005 494 1035 232
p-croiiHoCT* 0.025 <0.001 0.199
Obem na omoenenama
ypuna 7
CpemHo MaXOIHO HUBO 166 ml 146 ml 163 mi 147 ml
Cpenpo HaMarneHue ot 9 mi 32 mi 43 ml 24 ml
MEXOJHO HMBO
% npomana ot mxoaHoTo | (5%) (21%) (26%) (16%)
HHBO
Bpoit naupenm 1135 552 1156 250
pcroiHoCT <0.001 <0.001 <(.001
Bpoii na nocmasenume
namnepciy24 vaca
CpeIHO MAXOHO HHBO 3.0 2.8 2.7 2.7
CpenHo HaMareHHe oT 0.8 1.3 1.3 1.0
HIXOHO HABO
% npomaRa ot waxomHoTO | (27%) (46%) (48%) (37%)
HMBO
Bpoii naiperTH 238 236 242 250
pcToiitocr* <0.001 <0.001 0.010 |

3aGenexka: B 4 or nunoTHUTE NpoyyBaHuA ca U3non3BaHK comudeHaudn 10 mg u nnaneGo. B 2 ot 4-
T¢ OPOYYBAHMA € M3MNOM3BAH W CONMGpEHALMH 5mg, a B €4HO OT NPOYYBAHHATA € BKIKOYEH
TONTEPOAMUH 2 Mg NBA ITETH JHEBHO.

He BCHYKH mapaMeTpH M IpyNM 3a JieYeHHEe Ca OLEHBAHE BLB BCAKO HHIHBHAY&JTHO NpOy4YBaHe.

Crenozatento, GpoAT HA NAMEHTHTE, IOMECTeH B TabNALIATA MOXKE Ja BAPHpa criope/ napaMeTspa H
nevyebRaTa Irpymna.

*P-cTOHHOCTTA Ce OTHACA 32 CPARHEHHE O ABOHKH ¢ Miaue6o.

S.2 ®apMaxkoKHHETHYHE CBOMCTBA

Abcopbuus
Cnen npuem wa condbenaumn TebnerkH, MakcHMaNHa ILIasMeHa KO
conudeHalunn ce ocTura cnes 3 a0 § yaca. Thaex HE 3aBHCH OT Jo2ata. Con
(AUC) ce ypenHuasaT nponopumoHanHo Ha Ao3aTa Mexay 5 1 40 mg. AGco.
npubaHsnTento 90%. [IpHeMT Ha Xpaka He OKA3Ba RITHAHHE BBPXY Crnax H A



Pasnpenenenue
IlpuBuanuaT ofeM Ha pasmpeneneHHe Ha CONMM(EHAIMH CMCH HHTPABEHO3HO MPUIOKEHHE € OKOJIO

600 1. Conmmudenanun ce CBbP3BA B FonsMa cTeneH (okono 98%) che MnasMeHHTe MPOTEHHH, TJIABHO
0 -KHCEIHHEH MTHKOMPOTEHH.

Buorpancgopmauys

Conndenanmn ce MeTabONH3MpPa EKCTEHIMBHO OT YEPHMA Apo6, Hai-Beye upes wToXpoM P450 3A4
(CYP3A4). Bonpexkn ToBa, CHIICCTBYBAT AJITEPHATHBHH METAGOMMTHM NHTHINA, KOHTO MOTAT ja
AoniputecaT 3a meraGomasma Ha conudesaudH. CHCTEMHHST KIMPBHC Ha CONH(EHALWH € OKOJIO
9,5 1/4ac, a TepMHHATHMAT MY NOMYKHBOT € 45-68 uaca. Cne; mNepoapaned NpHEM OCBEH
CONMEHAUMH B IJIa3MaTa Ca MACHTHOHUMDAHH €IHH (ApMaKONOrHYHO akTéBeH (4R-
XMAPOKCUCOANGERAUNA) ¥ TPH ReakTHEHH MeTabomnuTa (N-rmoxyposmy, N-okcua H 4R-xuapokcu- N
-OKCHJT HA COJTH(PEHALIWH).

Enumunppane

Cnep eaunnyen nprem Ha 10 mg [“C-6enszan]-conndenamun, oxono 70% OT pajiMOaKTHBHOCTTA C&
Habmonasa B ypuHata M 23% BbB Qekamuure cnen 26 iauH. B ypuHata orono 11% or
PAIMOAKTHRHOCTTA €€ OTKDHBA KATC HENPOMEHEHO aKTHBHO BellecTBo, okono 18% karo N-okcua
meTabonut, 9% Kkato 4R-xmapoxcu-N-okcua Merabomut u 8% kato 4R-xMOpokcH MetaGonMT
{axTHREeH MeTaboHT).

JInnetinocT/HenuseiiHOCT
DapMaKOKHHETHKATA € THHElHA B TePaneBTHYHUA 0308 JHANIA30H.

ﬂpy! H CrICIHATHH NOMYJalHH

Hanpennana sr3pact

He ce wanara apanTipane Ha fosata B 3aBHCHMOCT OT BB3pacTTa. [poyuBaHMATAa NMpW Xopa B
HanmpéHaia BB3pAcCT MOKA3BAT, Ye HaMHYHETO Ha CommdeHaumH, uspaseHo dpes AUC, cnen
NpUAOKEHHE Ha ColueHaMHOB CYKIMHAT (5 mg ¥ 10 mg BeAHbX AHEBHO) € NOAOGHO NMPH 3APaBH
X0pa B HAnpegHana Bwipact (65 ao 80 ronuun) u 3apaBu Mo-Mnagy xopa nox 55 roguau. CpeaHata
CKOpOCT Ha afcopOums, M3paseHa KATO tma,€ MANKO NO-Malka NPH XOpa B HANpelHala BE3PAcT, a
BPEMETO Ha MONYXHBOT ¢ npuGamsHTenHo 20% no-AeIro NpH XOpa B HANpeAHa€a Bh3pacT. Tesn
MHHHMARTHH PARMUKH HE CE CUMTAT 38 KNHAWIHO THAYHMH.

DapMaKOKHHETHKATA Ha conldeHALHH NPH Aela H IOHOLIH HE & YCTaHOBEHA.

ITon
PapMakoOKMHETHKATA HA CONMMQEHALMH He Ce BIHse OT Hona.

Paca
DapMaKOKHHETHKATA Ha cOonH()eHAIHH He ce BIIHAE OT pacara.

b16peyna HegocTaThuHOCT
AUC 1 Chax Ha CONMMbEHALHH NIPH TALMENTH C JiEK2 H YMepeHa GLOpeuHa HEZOCTATHYHOCT HE Ce
paiNHvaBaT 3IHAYMTENHO OT TE3W NpH 3paBuTe Aobposomum. Ilpw nanmenTs ¢ Texxa Gubpeuna
HEAOCTATEYHOCT (KPEATHHUHOB KITHpEHC <30 mi/min), ekcno3uumaTa Ha COMAQEHALMA € 3HAYHTEITHO
NO-TO/IAME. OTKOAKOTO MIPH KOHTpONHTE, Karo Cuax Ha conMdeHauMH ce yBenuyasa ¢ okono 30%
copaMo xoHTporute, AUC ¢ noeewe or 100% #u t, — ¢ moseue ot 60%. Habmoparawa e
CTATHCTHYCCKH 3HA'MMa BpPB3Ka MEKAY KPCaTHHHHOBHA KIHPHHC H KIHPBHCA HA COMH(CHALHH.
DapMaKOKHHETHKATS NP MAUMEHTH, NOLIOMEHH HA XEMOIMAIIM3A He € HICICIBAHA. .

Hepuonpobua HenoctarhuHoCT

Ilpyu paumenTy ¢ yMepena uepHoapoGHA HEAOCTATHYHOCT {ckop no Child-Pugh
npomens, AUC ce ysemiuaea ¢ 60% u ty; ce yaposna. DapMakOKMHETHKATA
TAIMEHTH C TEXKa YEPHOAPOGHA HEJOCTATEYHOCT HE € NPoyYeHa.




5.3 HpeagknHuavHE AaHHH 32 GelonacHoCT

HexnMHHYHHTE NaHHM He MOKa3BaT ocoGeH pHCK 3a Xopa Ha Oaszara Ha KOHBEHIHOHAIIHH
DAPMAKOMOTHMHN NpOyuBaHuA 3a 6€30macHOCT, TOKCHYHOCT @PH MHOTOKPATHO TpHiaraHe,
¢peprummrer, emMOpHoderamHo pasBuTHE, DEHOTOKCHYHOCT M KapOMHOTeHeH noTeHiman. B
NPOYYBAHETO HA Mpe- H NOCTHATANHOTO pAa3BUTHE HAa MMIUKH, NCYEHHETO Ha MaHkuTe Cbe
conmudeHalHH B NepHOAa Ha KBpMEHe MpEeNH3BUKBA N0303aBHCHMA NO-MAaJIKa NMPEKHBACMOCT Clel
paxjaHne, HAMAICHO TErNIO Ha MAJIKHTE U KIMHHYHO 3HaYUMO 3a6aBEHO PAsBHTHE.

Jl0303aRMCHMO MOBMINCHME HA CMBPTHOCTTA 0€3 NpeAWeCTBAINM KIMHHYHH CHMITOMH € Bmno
HaOMIOAaBAHO NPH MIAMM MMIOKHA, JiekyBawd OT 10-us unH 21-BUA jeH ciel PaKARHETO BLE
(apmakonorsiHo edekTHBHU f03H. U B [BETE rpynH € MMAN0 H0-BHCOKAa CMBLPTHOCT, B CPABHEHHE C
BB3pacTHH MMIIKH. [lpn mnamy mumkH, nekyeanu ot 10-uA nocTHaTaneH A€H, IUIa3MeHara
EKCNO3HLHA € DHna No-BHCOKa, OTKONKOTO OPH BL3PACTHH MHILKH clieR 21-BHA MOCTHATaleH AeH,
CHCTEMHATA CKCIIO3HIMA ¢ O¥na CPABHMAMA C TA3M Ha BBIPACTHH MMIIKH. KNMHMYHHTE ITOCTeHlli OT
NOBUINIEHATE CMBPTHOCT MPH MITAH MUIIKH HE CA H3RECTHH.

6. GAPMAUEBTUMHM JAHHHU

6.1 CoHcLK HA NOMOIHATE BEIlECTBA

Anpo na Tabaerkara

JlaxTo3a MOHOXMAPAT
HapeBHyHO HHLIECTE
Xunpomenosa (3 ¢ps) (E464)
Marnesues creapar (E572)

OHIMOBO NOKpUTHE

Xunpomenoza (5 cps) (E464)

Tank (E553b)

Twuranoe auokcua (E171)

Maxporoa 6000 (E1521)

XKenesen okcup, xwnt (E172) (3a 5 mg)

JKenesen okcha, depseH (E172) (3a 10 mg)

6.2 HecnpmecTnMocTH

Henpuiroxumo

6.3 Cpoxk ra roanocr

2 rogHHM

6.4 CoenuanHH ycI0BHY HA ChXpaHeHHE

To3u nexkapcTBREH MPOAYKT HE WINCKBA CNICIMATINH YCIOBHA Ha ChXPaHEHHE.
6.5 Bua K cBALpKAHAE HA ONAKOBKATA

Tabnetxure ca onaxosanu 8 PVC/PVAC-Anymunnenn 6aacrepu.

Bunose onakoeku: 3, 5, 10, 20, 30, 50, 60, 90,100 u 200 TabneTku & GnucTep.

He Bewrikn suzoBe onrakoBku Morar fia 6BAaT MycHATH B mPOARKGA.
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6.6 Cunenuannu npeanaiAu Mepks WPH HIXBLPJAHE B pabora

Hiama crienmansy W3McKBaHug 38 KIXBLPSHE.

7.  TPATEXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z 0.0.,
ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,
ITonmra

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Conudenanan Axopa 5 mg bunmupanu Tabnerku: Per.Ne 20140387

Conndenanmn Axopa 10 mg ¢punmapann Tabnerkn: Per. Ne 20140388

9. JATA HA IIBPBO PAZPEIIABAHE/MOHOBABAHE HA PAPENIEHHMETO 3A
YIHOTPEBA

Hata #a mspeo paspemasane: 17.12.2014 r.

JlaTa Ha MOCHENHO NONHORARAKE:

10. JATA HA AKTYAJM3HPAHE HA TEKCTA

Suyapn 2021 r,
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