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KPATKA XAPAKTEPHCTHKA HAIPOAYKTAR 6 //7 4/ /7 y 2. ¢ 3
02 11. M0

1. HME HA JEKAPCTBEHHUA TPOAYKT

Motunuym 10 mg punmupann tabnetku

Motilium 10 mg film-coated tablets

2. KOAHWYECTBEH H KAYECTBEH CbCTAB

Enna dpunmupana tabnetka coaspxka 10 mg nomuepunos (domperidone).

MomMoIuHo BEIECTBO ¢ HIBECTHO AEHiCTBHE:
Bcska punmupata TabneTka cbabpika 54,2 mg NaKTo3a MOHOXHAPAT W no-Manko ot 1 mmol Hatpuii

(23 mg), T.e. MOXe Jia ce Kaxe, Ue NPAKTHUECKH HE ChABPIKA HATPHH.

3a MbIHKA CIHCHK HA MOMOLIHHTE BELLECTEA BUXKTE TouKa O.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabnerxa.

Beau no 6nen0-KpeMaBH, KPbIIH, ABOHHOHINbKHANH TabNETKH.

4. KJUHHYHH JAHHH

4.1. TepanesTuunH NOKA3IAHHA

MoTHI¥yM e npeaxalHayeH 3a obnekyapaHe Ha CHMITTOMHTE HA Faf¢He W NMOBPBIIAHE.
4.2. [lo3upoBxa H HaYHH Ha NpuaGKeHHe

MotnnuyM TpaGea ga ce mpunara B Hail-HucKaTa e)eKTUBHA 1032 3a Hali-KpaTKKA MepPHOA, KOHTO e
HeoOX0HM 33 OBNAAABAHE HA FAIEHETO H NOBPBILAHETO.

Mpenopbusa ce npueM Ha MOTHAHYM NEPOPANHO NPElH XpaHeHe. AKO Ce IPHEME CIIE[ XPaHeHe,
aGcopOuuaTa Ha NEKapCTBOTO MANKo ce 3abaBs.

MaunenTHTe TPAGRa Ia ce ONHTBAT Ja MPHEMAT BCAKA 033 B OMPEAENEHOTO BpeMe. AKo OLae
MpONyCHATa HAKOA OT AO3HTE, TA CE NPECKaya H CE BbICTAHOBABA OGHYaiiHATA CXeMa Ha PHAOXKEHHE.
He Tpa0Ba na ce npuema ABoitHa 1034, 32 3 C€ KOMNEHCKHPA NPOYCHATaTa 103a.

OOUMKHOBEHO MaKCHMANTHATA MPOOBMEKHUTENHOCT HA JICYCHHETO HE Tpnﬁaa Ila Hageuaea | ceamuua.

BxapacTuu 1 oHowy (Ha 12 roaMHH M MO-BB3PACTHH M C TenecHo Terno 35 kg W nopeue):

Exna Tabnetka ot 10 mg 0 TPH MbTH AHEBHO NPH MAaKCHMANHA JHEBHa Ao3a 30 mg.

YepHoapoOHO yBpekAaHE
MoTHAMYM € NPOTHBOMNOKA3AH NPH YepHoAPOGHO YBpEKIaHe B YMEPEHa HIIK TEXKa CTENeH (BXK.

Touxa 4.3). Benpeku ToBa, He € He0GXOAKMA TIPOMAHA Ha 103aTa MPH JIEKC 4YepHOAPOBHO yBpexaane
(Bx. TOo4ka 5.2).

buOpeuno yepexaane - 48
Teit kaTo BpEMETO Ha MOYETMMHUHHPAHE Ha JOMNEPUACH Ce YBENH4ABA NMPH NAlHEHTH {f'l,;pﬁ?yr

6BGpetHO yBpeskaaNe, NPY NPOABDKHTENHO NPWIOKEHHE YECTOTATa Ha npreMane Ha MoFuinym
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TpﬂﬁBa aa ce HaMand oo 1-2 meTH IHEBHO B 3aBHCHMOCT OT TEXKECTTA HA YBPEXKIAHETO, KATO MOXKE Ia
CE HaMo»KH M HaMansBaHe Ha [03aTa.

[lenvaTpyyHa nonynauus
EduxacHocTra Ha MoTHAMYM NpH Aetia nod 12 roaylina Bb3pacT He € ycTaHoBeHa (Bx. Touka 5.1).

EdmxacHocTra Ha MOTH/IHYM NPH IOHOWH Ha 12 TOAMHH H NO-Bb3PAcTHYU M ¢ Tersno nmox 35 kg He e
YCTaHOBEHA.

4.3. MporusonoxazaHus

MOTHIIHyM € MPOTHBONOKA3aH NPH CNCAHHTE CbCTOAHHAL

. M3BECTHA CBPBXUYBCTBUTENHOCT KbM ACMNEPHUAOH HAH HAKOE OT MOMOLUHHTE BelllecTBa
° NpPOAAKTHH-CEKPETHPALL XHTIOPHIEH TYMOp (IIPONAKTHHOM)
. KOraTo CTHMYJIMPaHETO HA CTOMAWIHHA MOTHJIHTET MOXE Ja € ONACHO, HanpuMep NpH

NALHEHTH CbhC CTOMAIHO-YPEBHI KPHBOHIIHEH, MEXaHHYHA OGCTPYKLUHA HIH nepdopauma
NpH MAUKHEHTH ¢ YMEPEHO WIH TEXKO MEpHOAPOGHO yBpexaane (Bxk. Touka 5.2)

NpH MaUMEHTH C YCTAHOBEHO CLILECTBYBALIO yAb/KABaHE HA HHTEPBATTHTE HA ChpAEYHATA
nposoguMoct, ocobeno QTc, NALHEHTH CBC 3HAUHTENHH €IEKTPOSMTHH HAPYIUICHHA WIH
CBIBTCTBALLM ChPACYHH 3a60NABaHUA KATO 3aCTOHHA CHPACUHA HEAOCTATHMHOCT (BIK.

Touka 4.4)

. eHOBpPEMEHHO MPUIOKEHHE C ekapcTa, yabmkasau QT-uureppana, ¢ H3kmoueHHe Ha
anomopdu (Bx. Toukd 4.4 n 4.5)

. €HOBPEMEHHO MPIIOKeHHE ¢ MOLHH uHXuGUTOpH Ha CYP3A4 (He3aBHCHMO OT TeXHUA

QT-yabmxasail edext) (BK. ToUka 4.5).
4.4, Cnennaany NpeAyNpe;XIeHns H NpeAnasHy MePKH Npu yuotpeba

bbOpeuHo yBpexaane

BpemeTo na nosyenMMHHHpaHe Ha DOMIEPHAOH € YABDKEHO B Cly4aH Ha TEXKO 6n6peuno
prB)K.llaHe. an NMPOABIKHTCNHO NPUIOKEHHE HECTOTATa HA npuemaue Ha NOMITICPHOCH TpﬂﬁBa hace
HaManu [0 BeAHDBK WIH ABA NBTH AHEBHO B 3AaBMCHMOCT OT TEXKECTTa HA YBPEXKIAHETO. Moxe Aa ce
Hano}Ku H HaMandBaHe HA Ao03aTa.

CobpaeuHo-cbaobh eheKTH

JloMnepunow ce cebp3sa ¢ yabbkapae Ha QT-KHTepBana Ha eflekTpoxapauorpamara. 1o speme Ha
TIOCTMAPKETHHIOBOTO HAGIONEHHE Ca YCTAHOBEHH MHOTO PeIKH ClTy4aH Ha yabkasane Ha QT-
unteppana u Torsades de pointes Npy NALUKEHTH, NpHEMAWLK AOMNEPUAOH. Te3n choblieHus
BK/TIOUBAT NMALHEHTH ChC CMYLIABAIUH PHCKOBH (paKTOPH, ENEKTPOIATHH HAPYIIEHHUA H ChTbTCTBALLO
Nle4eHHe, KOWTO MOME Na Ca OKa3au BAMAHHe (Bx. Touka 4.8).

EnuaeMHONOrHYHH NPOYYBaHUA MOKA3BAT, e JOMIMEPHIOH € CBBP3aH ¢ NOBHLIEH PHCK OT CEPHO3HH
KaMepHH apHTMHH IR BHE3aIHA ChPAcuHA cMBPT (K. Touka 4.8), [NosuieH puck ce Habmoaasa NpH
nauMeHTH Haa 60 roHHH, NaLUEHTH, NPYEMAUIH THEBHH A03H, No-BUCOKH OT 30 mg K TakuBa, KOHTO
eAHOBPEMEHHO TIPHEMAT JeKapeTsa, yabmkasaild QT-HHTepsana wiH uHxuburopn Ha CYP3A4.

JomnepunoH TpaGea fa ce npunara B HaH-HHCKaTa eheKTHBHA 1034

JloMNepHROH € NPOTHBONOKA3aH NPH NAUMEHTH ¢ YCTAHOBEHO ChIICCTBYBAILO YAb/DKABAHE Ha
HHTEPBAIHTE HA CHPAEYHATA NPOBOAMMOCT, 0cobeHo QTc, MALMEHTH ChC 3HAYHTENTHH ENIEKTPOIUTHHU
HAPYLUIEHHA (XHNOKASIMEMHS, XUTIEPKATHEMHS, XUMOMArHE3HEMHA) HIIH GPaaHKAPINA, HIIH TIPH
NALMEHTH C MOMNEXALN ChPAEHHR 3a60AABAHUS, KATO 3aCTOHHA ChPAEYHA HENOCTATBYHOCT, NOPaaH
NOBHILEH PUCK OT KaMEpPHA APUTMHUA (BX. TouKa 4.3). M3BECTHO €, YE ENIEKTPOIMTHHTE HapYLIEHHS
(XHMOKAJIHEMHSA, XHTIEPKANMEMHS, XHIIOMArHe3neMus) U GpaaHKapIuaTa ca CbCTOAHHA, TOBMIaBaN M
NPOAPHTMHYHHA PHCK. - \gj?s ———
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JleyeHnreTo ¢ aoMnepnaoH TpaGea 1a 6b¢ NPeyCTAHOBEHO, AKO CE TIOABAT NPH3HALM q!im\:cﬁM;ﬂmMH;
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KOMTO MOJYE [1a €A CBbP3aHH ChC CHPIEYHA apHTMHSA, 4 NAIHEHTDT TPAOBA fa ce KOHCYNTHPA CbC CBOA
nekap.

[TanneHTtuTe Tpaﬁna na 6b1aT chBRETBAHM Ja chollasar HezaGaBHO 3a NoABaTa Ha CbpAEeYHH
CHMNTOMH.

¥Ynorpeba ¢ anoMophHH

JloMnepHaos e NPOTHBOMOKA3aH Ja ce NMpHIIara ¢ jiekapcTea, yabmxasamu QT-untepsana,
BIUIIOSMTENHO anoMopduH, OCBEH aKO N0A3aTa OT €IHOBPEMEHHOTO NPHIIONEHHE C anoMOpdHH
NpeBHIlaBA PHCKOBETE M CAMO aKO CTPHKTHO €€ H3NBAHABAT IPENOPBUAHHTE NpennasHi

MEpPKH 32 eIHOBPEMEHHO npunokeHue, onvucaHn B KXIT va anomopdun. Mons, Hanpasere
cnpaexa ¢ KXI1 na anomopdus.

[penynpexaeHus npH ynotpeha:
GunmupanuTe TabneTKH CHABPAKAT AakTo3a. [TaLMEHTH C pelKH HAacEACTBEHH NpoBneMu Ha

HeNMOHOCHMOCT KBbM rafakto3a, Nu/IeH JAaKTa3€H ﬂedmum HAH MTHOKO30-TaJIaKTO3HAa Manaﬁcopﬁuus HE
Tpuﬁaa Aa npyeMaT TOBA JIEKAPCTBO.

4.5, BiaumofeiicTBHE ¢ APYTH TeKAPCTEEHH MPORYKTH H APYrH opMH Ha B3IaHMOAeHCTEHE

[px CHNBTCTBAILO NEPOPANHO NPHACKEHHE HA MOTHIHYM C aHTHALMAHY U AHTHCEKPETOPHH
cpeAcTBa, Te He TpAOBa Aa ce NPHEMAT EHOBPEMEHHO, T.€. T€ C/ICABA Aa Ce NIPHEMAT CJell, 8 He npeiH
XpaHeHe.

EgHoBpeMeHHO NPHIAOMKEHHE C JIEBOAOMNA
Habfnionaea ce NOBHMILEHHE HA MIa3MeHATa KOHUeHTpauua (MakcumyM 30-40%) na nesoaona npH

€QHOBPEMEHHO MPHIMKEHHE C JOMNECPHAOH, HO BBNIPEKH TOBA, HE CC CHHTA 34 HeobxonuMo
KOpHrvpase Ha 103aTa Ha IcBoaomna.

OcHOBHHAT NBT Ha MeTabonuaupane Ha somnepuacH e upes CYP3A4, JlauHuTe in vitro NoKa3sear, ue
eqHOBpEMEHHATA yroTpe6a ¢ nekapcTBa, KOUTO 3HAYHTENHO HHXHOUPAT TO3U EH3HM, MOXKE [1a JoBele
A0 YBEAHYABAHE HA MIA3MEHHTE HHBA Ha JOMMEPHAOH.

[ToBHLIEH € PHCKBT OT HACTLMNBAHE HA yAB/DEABaHEe HA QT-HHTEpBana B pe3yiTar Ha
dapmakoaHHaMUYHE WHIH HapMaKOKHHETHYHH B3AUMOACHCTRIA.

EQHOBpeMeHHO0TO MPH/OKEHHE HA ¢/IEIHHTE BEUIECTBA € NPOTHBONOKAZAHO

JlekapcTeeHH nponykTy, yasmxasawn QTc-untepsana (puck ot torsades de points)

. HAKOH AHTHAPHTMHYHH cpeacTBa oT knac IA (Hanp. Au30NUpaMu, XHAPOXHHHUAHH, XHHHKH)
. HAKOM aHTHApHTMHYHHU cpeacTea oT knac I1I (Hanp. amuonapor, nodeTUnua, APOHERAPOH,
HOYTUAMI, COTANOT)

HAKOM AHTHICHXOTHLM (HAND. XaNonepHaoit, MHMO3HA, CEPTHHAON)

HAKOM AHTHAENPECAHTH (HANP. UMTANONPAM, ECLIWTANONpaM)

HAKOM AHTHOHOTHLH (HAND. EPUTPOMHLUMH, IEBOIOKCALHH, MOKCH(IOKCALIMH, CNXPAMHLIMH)
HAKOM MPOTHBOTBOHUHH cpencTsa (Hanp. qurykoxa3oN, NeHTaMHANH)

HAKOH aHTHMaNapHitHy cpeacTsa (no creuxanto xanohaHTpuH, nymedanTpHH)

HAKOM NIEKAPCTEA 33 CTOMALUHO-4PEBHHA TPAKT (HaMp. UM3anpua, A0NACETPOH, NPYKANONpPHI)
HAKOHM AHTHXMCTAMHHH (HANpP. MEKBHTA3HH, MH30/IACTHH)

HAKOK NEKAPCTBA, MPUITAraHH MpPH paK (Hanp. TopeMudeH, BaHAeTAHHO, BUHKAMHH)

HAKOH NPYTH NekapcTea (Hanp. Genpuaun, nugeMaHu, METaI0H)

anoMopdHH, 0CBEH aKo NON3ATA 0T EAHOBPEMEHHOTO TIPHI0KEHHE HAZBHLIARA PHCKOBETE H
€aM0 aKo CTPHKTHO Ca M3MBAHEHH NPENOPBYAHNUTE NPEANasHH MEPKH 34 eJHOBPEMEHHO
npunoxeune. Mons, nanpasete cupaska ¢ KXIT na anomopdun.

(Bx. Touka 4.3). ) f
Mouu naxu6uropu Ha CYP3A4 (Hesasucumo oT TexHus OT-yapnkasaul edekT), a HMeHpoy,." —
. npoTeasHH MHXUOGHTOPH (HAMp. pUTOHABMD, CAKBHHABHP, TENANpPeBUp) fai
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® NPOTHBOrbGUYHH a30JIH 33 CHCTEMHO NPHIIOKEHNE (HANp. HTPAKOHa30J1, KETOKOHa30N,
no3aKkoHAa30/1, BOPHKOHA30M)

. HAKOHM MAKPOJIMAHY AHTMGHOTHLH (KIAPHTPOMHLUMH, TEMHTPOMHUHH)

(Bx. Touka 4.3).

He ce npenops4Ba ¢AHOBpPeMEHHOTO NPHI0KEHHE HA CAeIHHTE BelleCcTBA
. VYmepenn uuxuduropu Ha CYP3A4, T.e. nnnTHazeM, pepanaMmin U HAKOU MaKpoONHIU.

EAHOBpeMEHHOTO NPHJICHKEHHE HA CICAHHTE BEUECTBA HIHCKBA BHHMARME NPH ynoTpeta
JlekapcTBeHH MPOLYKTH, HRAYLHPALIH OPaiNKAPAHA H XHIIOKAITHEMHS, KAKTO H CREAHHTE
MaKpOJIHAM, yHacTBaUlX B yabmkasaHeTo Ha QT-HHTepBana: a3uTPOMHLUMH M POKCHTPOMHLIHH
(KNapMTPOMHLIMH € MPOTUBONOKA3aH, Thil KaTo € MolleH HHXHOHTOp Ha CYP3A4), Tpabsa na ce
npunaraT ¢ BHHMaHHe.

FOPCHOCO‘-IBHHET CIMHCHK Ha BEILIECTBATA € IPHMEPEH U HE € HIYCPNATENEH.

4.6. @eprTuanTer, 6peMEHHOCT U KbpMEHe

BpemenHocT
JlaHHUTE OT MOCTMAPKETHHIOBY H3CNEABaHNUA 3a ynoTpeGa Ha NOMIEPHAOH MPH GpeMEHHHU XKeHH ca

orpaHudeHu. U3cneasanns npH NABXOBE ca MOKa3aNH PENPoAyKTHBHA TOKCUYHOCT [IPH BUCOXH
TOKCHMYHHM [103H 32 MaiikaTa, IT0TeHLIHATHHAT PUCK NPH XOPa HE € H3BECTEH.

[lopanu Tosa, MoTuniyM TpsGea aa ce H3NON3Ba IO BpeMe HA GPEMEHHOCT, Camo TOraBa, KOTATo €
OnpaBaaHa OYaKkBaHaTa TEPANEBTHYHa NON3a OT ynoTpebara My.

Kzpmene

JloMnepuaoH ce ekCKpeTHpa B KbpMaTa H KbpMayeTaTa npHeMar no-manko ot 0,1% ot nosara,
choOpa3eHa ¢ TeroTo Ha Maiikara. He modke ma ce M3K/IOMM NMOABA HA HEXKENAHH peaKkUMH, no-
Crennanto chpaeus eekTy, cnen ekcno3uuHMa ypes kbpmata. TpaGea na ce B3eme pellleHHe JaNH aa
ce NpeyCTaHOBH KbPMEHETO WIH 1A Ce NPEYCTAHOBH/HE C& MPHIIOKY TEPAMUATA C AOMNIEPHACH, KaTo
Ce B3EMaT NpeaBua NoN3aTa 0T KbPMEHETO 32 AETETO ¥ NON3ATA OT TEPANUATA 34 eHaTa.
Heo6x0RUMO € NOBHIWIEHO BHUMAHKE B C/Ty4aii Ha puckoBy (HakTOpH 3a yaAbkasaHe Ha QTc-
HHTEpBana IIPH KbpMaueTa.

4.7.  EdexTn Bbpxy cnocobHOCTTa 33 WodHpane B padora ¢ MawnHn

INpu ynotpebata Ha JoMnepuaoH ce HabMonaBaT 3aMatiBaHe H CBHAHBOCT. CnenosatenHo,
nauuentute Tpabea ga GLAAT CHBETBAHK A3 He IOGHPAT HAK A2 paGoTAT C MALIKMHH, UM 13 YUacTBAT
B [IPYTH OeHHOCTH, H3HCKBAIH YMCTBEHA ACHHOCT M KOOPAKHAUHS, AOKATO He YCTAHOBAT KAK HM
neiictea MoTunnHyM.

4.8. HexenanH AexkapcTBeHH peaKUHH

Be3onacHocTTa Ha AOMIMEPUAOH € OLEHEHA NPH KIHHWIHH NPOYYBaHHA H OT NOCTMAPKETHHTOBHA
onut. KiMHH4aKTE Npoy4Bsatua BKIio4eat 1275 nauHeHTH ¢ AMCIeNcHs, racTpoesodareanta
peduykcHa Gonect (CEPB), cuuipom Ha Apasuumoto yepeo (IBS), raneHe  nospbLuaHe HIH APYTH
nofoBHH cheTORHKA B 31 ABolHO-CNENH, nnaueGo-KoHTponMpaHH NMpoyuBaHHA. BCHYKH nauMenTH ca
Ha BB3PAcT Had 15 FOAHHH K ca MOMYYHIIH MHHHMYM e1Ha 1032 MoTunnysm. Cpeanata o6wa aHeBHa
no3a e 30 mg (auanasox 10-80 mg), a cpeaHaTa NPOABLIKUTENHOCT HA EKCMO3KUMS € 28 nHK
{anamazon 1-28 anu). Uzkmouenu ca npoyusaHHa npy AHaGeTHA racTponapesa HAM CHMITOMH,
BTOPHYHH HA XHMHOTEPANHA HITH TAPKHHCOHHIBM.

M3ron3BaHH ca CIeRHUTE TEPMHHH H 4€CTOTH: MHOTO YecTH (=1/10), yectn (=1/100 no <1/10),

HedecTs (=1/1000 ao <1/100), peaku (=1/10 000 ac <1/1000) v muoro peaky (<1/10 000). Tay 2
KbAETO OT AAHHHTE OT KIHHHYHK H3NMTBAHKA HE MOXe Na Gble HanpaseHa OlEHKa, e MocoH oéb
HEeH3BECTHa yecToTa”. /




Cucremo-opraHen Knac

Hexenaua JIeKAPCTBEHA peakKuHA

CHCTEMA H TbpAATA

YecroTa
Yectn Hevectn C HewWlBecTHA YecTOTA
Hapymenna Ha uMyYHHATA AuxadunaxtuyHa peakums
cHCTEMA (BKMOUNTENHO U aHADHIAKTHHEH
LIOK)
TICHXHYHH HAPYIIEHHSA 3ary6a na nubuao
besnokoiicTeo
Brabyna
HepeHoct
HapyweHHA Ha HepBHATA 3amatisane Kousyncun
cHETEMA COMHONEHTHOCT CHHEpOM Ha HecToKolHHUTe Kpaxd
[naeobonune
ExkcTpanupamMuanu
HapyLEHNS
HapyureHns Ha ounTe OxynornpHyna Kpusa
Cobpaeitn HApYWEeHHA KaMephn aputMun
Y awmkasane Ha QTc-unrtepsana
Torsade de Pointes
Buesanna cepaedHa cMBPT (B,
Touka 4.4)
CroMalno-upesHn Cyxotas | Jlnapua
HApYIIEHHSA ycrata
Hapywenns Ha KoxaTa H Obpue Anruoeaem
MOAKOKHATA THKAH NMpyputyc
YpTukapus
HapyweHun ua Oubpennre n 3aabpiKaHe HA YpHHA
NHKOYHUTE NBTHINA
Hapymenun na [anakTopen T'nnexoMacTHa
BhINPOHIBOAHTEIHATA Bonka B repaure AMeHopes

YyBCTRMTEIHOCT Ha
rbPAUTE

O6wn Hapywenns 1 edexTn
Ha MACTOTO HA MNPHJI0NKEHHE

AcTenus

Hicneasanua

ABGHOPMHH CTOHHOCTH Ha
noxasaTesMTe 3a YepHoapobHa
dyHeun

TMosMIEH NPOTAKTHH B KPBBTA

0GOCTpAHE Ha CHMIPOMA HA HECTIOKORHNTE Kpaxa MpH NALHEHTH ¢ NAPKHHCOHOBa GonecT

B 45 npoy4saHHs, B KOHTO IOMIEPHAOH € IPHIIOMKEH B NO-BUCOKH N03H, € NO-ronamMa
NPOALLKUTENHOCT H 33 ZOMbAHHTENHH NMOKA3aHHUA, BICTIOYBALM AHabeTHA racTponapesa, HecToTara
H4 HeXeNaHuTe peakuHH (OCBEH CYXOTaTa B yCTATa) € 3HAUNTENHO NO-To/AMa. ToBa € 04eBHIHO HaW-
Beue npy GapMaKkoNOrHUHO NPEABUIHMHATE PEAKLIHH, CBbP3aHH C NOBULIEH NPONAKTHH. B
AONBAHEHHE KbM FOPENOCOYEHHTE PEAKLIMH, ChILO TaKa ce HabnoaBaT aKaTH3NA, CeKpelnsa oT
rbpAHTE, YrONeMABaHe Ha FbPANTE, 0yBaHE HA MbPAUTE, ASMPECHA, CBPBXYYBCTBUTEIHOCT,
HapylEHa JAKTalKA W HEPEAOBHA MEHCTPYaLMA.

Cboﬁgauaue Ha MOOO3IHPAHH HEKENAHH DEAKLINH
C1oblaeaHeTo HA NOAO3HPAHH HEXENaHNA DEAKUHH Clel pa3peiliaBae 3a yn0Tpe6a Ha NeKAPCTBEHHA

NpoAyKT e BaxHo. ToBa N0380NABa Ja NPOABIIKH HaBIONCHHETO HA CbOTHOLIEHHETO 10A3a/PUCk 32
nexapcTBerus NpoaykT. OT MeAMLIMHCKHTE CIELMATHCTH C¢ M3HCKBa Aa CcbobLIaBaT BCAKa
TI0J031PaHa HEXENAHA PEaKiMs Ype3 HAUWOHAITHATA CHCTEMa 33 ChobLIaBaHE B:

HanbnHuTeHA areHuHa no neKkapcTeaTa

ya. ,JdamsaH ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417
yeGcaiiT; www.bda.bg



4.9. [Ipenoinpane

Cumntomu

3a cnyuan Ha npeno3upae ce chobiasa npeaumuo npu Gebera v neua. CuMNTOMHUTE HA
npeno3upaHe Moxe fa BKIIOYBAT Bb30yAa, IPOMEHEHO Ch3HAHHE, KOHBYJICHH, NE30PHEHTALMA,
COMHOJIEHTHOCT H eKCTPANHPaMHUIHA PEaKUHH.

Jleyenue

Hsma cneunduuer anTUaoT 3a JoMnepuaoH. B ciyuait Ha npeoupane HesabasHo Tpabisa 1a ce
NPHAOKH CTAHAAPTHO CHMITTOMAaTH4HO Nevenue. Cnensa aa ce nanpasi EKT npocaenssane nopanu
BB3MOMKHOCTTA OT yakkasane Ha QTc-untepsana. IpenopbuHTENHO € BHUMATENHO MEAHUHHCKO
HaGIONEHHE M MOAIBPHKALIA TEPANHA. AHTHXOIHHEPIHYHH H AHTHMAPKHHCOHOBH JICKAPCTBA MOXKE J1a
MOMOTHAT IIPH KOHTPOJMPAHETO HA EKCTPATIHPAMUAHITE CHMITOMH.

TpenopbunTenHoO € [a ce CBBPIKETE C TOKCHKONOTHHEH UEHTBP, 32 Aa MOYUHTe Hali-HOBUTE
npenopbKH 32 TEPaneBTHYHO MOBEACHHE MPH PEf03HpaHe.

5. ®APMAKOJIOTHYHU CBONCTBA

5.1. <DapmMakoaHHAMHYHH CBOHCTBA
dapmakoTepaneBTHYHA rPpyNa: NPOIY/ICHBH (BHraTeNHH)
ATC: AO3F AO3

JloMnepHaoH e I0NaMHHOB AHTATOHHMCT C AHTHEMETHYHK CBOACTEA, KOMHTO TPYAHO NPEMHHABA
KpBBHO-MO3buHaTa Gapuepa. [pu ynovpeba Ha AoMnepuAOH, 0COGEHO NpH BbIPACTHH, MHOMO PRAKO
ce HabM0IaBaT eKCTPaNHPaMHAHH HAPYLIEHHA, HO TOM CTUMY/IMpPA OTAENAHETO HA MPOIAKTHH OT
xunodusata. HerosuTe avTHEMETHHHH CBONCTBA MOXeE N1a CE IB/DKAT KAKTO Ha KOMOMHHPAHETO Ha
nepudepHH (racTpo-KMHETHUHY) e(hEKTH, TAKA W HA AHTArOHU3BLM KbM JOMAaMHHOBHTE PELENTOPH B
XEMOPELIENTOPHATA TPUrePHA 30Ha, KOATO C& HAMHPA M3BBH KPbBHO-MO3buHaTa Bapuepa B area
postrema. QNUTHTE C XHBOTHH, KAKTO H HUCKHTE KOHLEHTPALIMH, YCTAHOBEHH B MO3bKA NOKA3BaT
npeobnanasaius nepHdeper epekT Ha NOMIEPHACH BBPXY AONAMUHOBHTE PELENTOPH.
HicnensanuaTa npy Xopa ca MOKa3anM, Y€ NpH NepopaieH NpHeM NOMMEPHAOH NIOBHLIABA
e30areanHoTo HANATAHE B A0MHATA YACT HA XPAHONPOBOAA, MOA0GPABA AHTPO-AYOACHATHHA
MOTHJIHTET ¥ YCKOpABA H3Npa3BaHeTo Ha cTomaxa. He oka3ga edext BbpXy cTOMAIIHATA CEKpeUHs.

B croTteercteHe ¢ HacokuTe E14 na Mexmynaponsata koudepeHuua no xapmonusauus (ICH) e
nposeneHo 3anuaGoueHo npoyysane Ha QT. To BinioyBa NAaued0, AKTHBEH KOMNAPATOP H
NOMOKHTE/HA KOHTPONA H € NPOBEAEHO NPH 3ApaBH A0GPOBONILK ¢ noMnepuaoH 1o 80 mg anesHo (10
unu 20 mg, NpusiokeRy YeTHPU MbTH AHeBHO). Topa npoyusate yCTaHOBABA MAKCHMANHA pasftKa
mexcay QTc npu nomnepuaoH u wianebo o MeToAa Ha Hali-MankHTe KBaApaTH NPH NPoOMAHATA
CNPAMO H3XOAHO HHBO 3,4 msec 3a 20 mg AOMNIEPHAOH, NPUIOKEH YETHPH NBTH THEBHO B Jen 4.
JlsycTpanHuAT AoeepuTeneH HHTepBan 0% (1,0 ao 5,9 msec) He npesutana 10 msec. B Tosa
npoyuBaHe He ce HabNIonaBaT KTHHHYHO 3HauKMK edexty BHpXY QTc, KoraTo noMnepuoH €
TNPHACHKEH B 7034 10 80 Mg AHEBHO (T.e. MOBEYE OT BOHHA MaKCHMaNHA NPENopLYMTENHa 103a).

Burpexu TOBa ABE NPeqULIHH NPOYYBAHHA HA NEKAPCTBEHH B3AUMOEHCTBIA NPEOCTABAT HIBECTHH
N0KAa3aTeNIcTBa 3a yab/hkasaHe Ha QTc-HHTEPBAIA, KOTaTO JOMNIEPHAOH € NPHIIOKEH KATO
MoHoTepanus (10 mg, NpUNoXKeHH YeTUPH NBTH AHeBHO). Hali-ronemara cpeaHa pasanKa,
chEMacyBaHa BB Bpemeto, Mexay QTcF npu nomMnepuaon u nnauebo croteeTHO € 5,4 msec (95% Cl:
-1,7 no 12,4) u 7.5 msec (95% CI: 0,6 no 14,4).

ot

Kannnyno npoyusane npu GeGera u neua Ha 12 ronMiiHa Bb3pact U N0-M1aaH f‘_':g
TTpoBeneHo € MHOMOLIEHTPOBO, IBOHHO-CAANO, PAHIOMH3IHPAHO, nnaueﬁo—xomponHpaHo.,l(gpﬂeﬂH{F'
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npu 292 Retia Ha BL3pacT oT 6 Meceua A¢ 12 roauHu (cpeaHa Be3pacT 7 roauHu) ¢ oCThBp
FacTPOEHTEPHT. B AONBAHEHUE KBM MEpOpanHaTa pexuaparupawa tepanua (I1PT), panaoMusupanute
NaLHEHTH MOMy4aBaT AOMMEPHIOH TIepopanta cycnensus 0,25 mg/kg (zo makcumym 30 mg
JOMMNEPHAOH ZHEBHO) MAM Miauebo, 3 NbTH AHEBHO, B MPOALMXKEHHE HA 7 AHH. ToBa npoy4saHe He
MOCTHCA OCHOBHATA LES, KOATO € A2 AoKaxke, Ye NoMNIepHAOH nepopanta cycnensua nmoc [PT e no-
eextupe ot rwnauedo nmoc NPT npu HaManaBaHe CHMATOMHTE Ha NMOBPbINAHE MPe3 MbPBHTE

48 yaca c/iel NbPROTO NPHIMKEHHE Ha JieUeHHeTo (BX. Touka 4.2).

5.2. dapMaKoKHHETHYHH CBOiicTBa

A6copbiuua
HomneprinoH ce abcopbrpa 6bp30 cliell NEPOPANHO MPUAOHKEHHE, & MHKOBHUTE NNa3MEHH

KOHLEHTPAaLHHU ce aocturat Syuso 1 uac cnen npunoxetne. CrodnocTHTe HA Coax # AUC Ha
NOMINEPHAOH ¢€ NOBHIIABAT NPONOPLIHOHATHO NPH N03H B rpaHuunte 10-20 mg. Habnionaea ce 2- no
3-kpaTHO KymynupaHe Ha noMnepiacH B AUC npH MHOTOKpPaTHO NPHIOKEHHUE HA AOMTIEPHAOH

4 MbTH OHeBHO (HA BeekH S yaca) B NPOABIKEHHE HA 4 OHH.

BbnpekH ye TpH 3APABH AMUA GHOHANHYHOCTTA HA ROMMEPHACH Ce MOBHIIABA, KOTATC € NPHAMKEH
cNe XpaHeHe, NAUMEHTHTE ChC CTOMALIHO-YPEBHH OIUIAKBAHHA TpAGBa Na MpHeMaT NOMIIEPHIOH 15-
30 MuHyTH npeau xpaHere. Hamanenata cToMalilHa KHCENMHHOCT BE3NPENATCTBA abcopbunsiTa Ha
nomnepiaoH. Mepopanyiara GHOHANHYHOCT CE MOHMXKABA NPH NpeIECTBAL] EAHOBPEMEHEH NMPHEM HA
UMMEeTHAHH UNH HaTpHeB OrkapOoHar.

PasnpesieneHue
HoMnepuacH ce cBbpaBa ¢ nasMeHuTe Gentbuy nouty 91-93%. UscneasanusTa 2a painpeneneHUeTo

C panHOAKTHBHO GenasaH JICKApPCTBCH NMPOAYKT NMPH XXHBOTHH NOKAa3BaT WHMPOKO pasnpeacNeHHe B
ThKaHHTE, HO HHCKH KOHUEHTPAUUH B MO3EBKA. Mako KOAHYECTBO OT JICKApCTBEHHUA TIPOAYKT
npeMHHaBa Npe3 NnaleHTaTa npH MIbX0BE.

MeTaGonuseM

HomnepraoH ce meraGonusnpa Obp30 U NOYTY HAMBAHO B YEPHUA AP0l NOCpeacTBOM
xuapokcunupane u N-geankumupate. In vitro excriepHMEHTH 3a MeTalonu3Ma, NPOBEACHH C
IMArHOCTHYHH HHXKGHTOpH ca nokasanw, ue CYP3A4 e ocHoBHaTa hopma Ha uuToxpoM P-450,
akmouena B N-geankunupaneto Ha goMmnepuzon, nokato CYP3A4, CYP1A2 u CYP2E14 yyacrear B
APOMATHOTO XHAPOKCHNHPAHE Ha AOMMEPUIOH,

Excxpeuns
H3mbyBaHeTO upes YpHHATA U W3TIPAXKHEHUATA AOCTHra CboTBeTHO 31% u 66% OT nepopanHara n03a.

KonH4ecTBOTO 0T JiekapcTBEHHUA NPOLYKT, KOETO Ce OTAeNns HenpoMeHeHo € manko (10% ot
dekanHoTo u3TbYBaHe K NpuGMU3NTENHO 1% OT HINLYBAHETO 4pe3 ypHHaTa). [lnasMeHuaT
MOJTY>KHBOT Cllel €IHOKPATHA NepopanHa 103a € 7-9 vaca npH 3/paBH IHUA, HO € YABDKEH NpH
MaLHeHTH ¢ Texka 6pbpeuna HeAOCTATHUHOCT.

YepuoapobHo yBpexaaHe

Ipu nauueHTH ¢ yMepeHo YyepHoapoGHo yBpexxaaHe (oueHka no Pugh 7-9, ouenka no Child-Pugh B),
croiinoctnte Ha AUC ¢ Cinax Ha AOMNEPHIOH €A chOTBETHO 2,9 K 1,5 MbTH MO-BHCOKM B CPaBHEHKE C
Te3u Ha 3apasu noGposonuy. HecebpsanaTa dipakiiia ce nobuiuasa ¢ 25%, a TEPMHHATHOTO BPEME Ha
noAyeNWMHHHPAHE ce yabmkasa oT 15 Ha 23 yaca. [TauneHTH ¢ neKko YepHOAPOOHO yBpexIaHe KMaT
MO-HHCKA CHCTEMHA EKCIO3HLIMA B CPaBHEHHE CBC 3ApaBHTe A0OPOBOMLH, Bb3 0CHOBA Ha Cmax H AUC,
fe3 NpoMAHA B CBLPIBAHETO HA NPOTEWHHTE HAH TEPMHHANHHA NOMyKHBOT. He ca nposexknanu
NPOYYBaHHA NPH NAUMEHTH C TEXKKO YepHoNpobHO yBpexxaaHe, MoTHNMYM € NPOTHBONOKa3aH NPH
MALMEHTH ¢ YMEPEHO HAM TEXKKO depHonpoGHo yBpexaane (Bi. Touka 4.3).

BrOpeuHo yspexaate

YCTaHOBEHO YAB/DKABAHE HA BPEMETO Ha MOTYETHMHHHPAHE Ha AOMIEPHAOH oT 7,4 a0 20, _q}“céx, HO
IIa3MEHHTE KOHLISHTPAUMH ¢a GHITH Mo-HUCKH OT TE3M TIpH 3apasu AoGposonun. Tt ka
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616peunTe ce H3NBYBA MHOTO MAJIKO KOJIHYECTBO (0k010 | %) OT NEKapcTBOTO B HEMPOMEHEH BHJL,
NMpH NaUMEHTH ¢ GBOpeuHa HEAOCTATEYHOCT € MAJIKO BEPOATHO [1a CE HATIOWKH MPOMAHA HA
e/IHOKpaTHATa 403a. BuipekH TOBa, NPY MHOTOKPATHO NMpUJaraHe, YECTOTaTa Ha npueMuTe Tpsbea aa
ce HaMaTH 10 €OHH WY 1B MHTH AHEBHO, B 3aBHCUMOCT OT TexXecTTa Ha 6b0peynara
HEJIOCTATBYHOCT, @ CHIIO TAKa MOMKE I CE HAIOXKH HAMaABaHe Ha Ro3aTa.

53. TMpeakanHuyHH AauMH 3a GezomacHocT

Enextpo-hH3HONOT M HK TIPOYHBAHUA in ViTro W in vivo MOKa3BaT, Ye ChIUECTBYBA YMEPEH PHCK
AOMNEPUIOH 14 HoBede A0 yaskaBane Ha QT-uHTepsana npu xopa. [IpH in vitro onuTH BEPXY
uzonupann kineTkn ¢ hERG TpaHcdexuHa 0 H30MMpaHi MHOLUTH OT MOPCKO CBHHYE, CHOTHOIUEHUATA
Ha EKCTIO3HUUS BAPUPAT Mexcay 26 H 47 NbTH, Bb3 OCHOBA Ha cToHHOCTHTE Ha IC s, HHXHOHpaLUH
notoka nipe3 IKr iioHHHTe KaHanH, B CpaBHEHHE CbC CBOGOAHNTE 1a3MEHH KOHUEHTPLHH NPH X0pa
cNel NPUNOKEHNEe Ha MakCUMANTHa JHeBHA 1033 OT 20 mg TpU MBTH AHEBHO. [ paHuLkTe HA
6e30MacHOCT 33 YABKABAHE Ha AKLAOHHUA NMOTEHUHAN NPH i Vitro ONMUTH BPXY U30AHPAHH
ChpAEYHH THKaHH NPeBHILABAT 45 NBTH CBOGOAHHTE MIA3MEHH KOHLEHTPALHH NPH XOpa NPH
MaxCHMaJHa AHeBHa Ao3a (10 mg TpH MbTH AHeBHo). [paHHuUNTe Ha Ge30nacHOCT NPH in vitro
Npoy4BaKus BLPXY NPOAPHTMHYHH MoaesH (nsonnpano Langendorff nepdy3npaso cupue)
NpeBULIABAT CBOGOAHHTE MNa3MeH! KOHLEHTPALUMH NPH X0pa NpH MakcuManHa AHeBHa no3a (10 mg
TpH NbTH AHEBHO) 9 10 45 nbTH. [1pH in vivo Moneny H1BaTa 6e3 edeKT BEPXY YABIDKABAHETO HA
QTc-nuTeppana npy Ky4eTa U HHIYUHPAHETO HA APHTMUA MPH 3aHLIM, CEHCHOHIHIKPAHH 3a forsades
de points, NpeBHILABAT CBOGOAHHTE MIA3MEHH KOHUEHTPALIKH NMPH XOPa NPH MAKCHMATHA RHEBHA
no3a (10 mg TpH meTH AxesHo) nosede ot 22 u 435 nbTH choTBeTHO. [IpH MONENH ¢ aHeCTE3HPAHH
MOPCKH CBHHUETA cell 6aBHO HHTPaBEHO3HO BAMBaHE He ce Habmonasa edext sbpxy QTc npu obwm
nnaiMeHy KoHueHTpauud 45,4 ng/ml, kouto ca 3 NbTH NO-BHCOKH 0T O6LUIKTE MIA3MEHH HHBA MPH
X0pa NpH MaKcuManka AHesHa 103a (10 mg TpH MbTH AHeBHO). [IPHNOKHMMOCTTA HA MIOC/IEAHOTO
Npoy4BaHE MPH X0Pa Cleji eKCNO3HLMA HA NEPOPANTHO NPHIOKEH JOMNEPHIOH € HECHTYPHA.

IMpu notuckaxe Ha MeTabonusma nocpeacteom CYP3A4, ceobontunTe nnasmeHH KOHUEHTPALIUK Ha
OOMMNEPHACH MO3KE Aa ce MOBULIAT A0 3 bTH.

IMpu u3non3BaHe Ha BUCOKH, TOKCHYHH 2a MaiikaTa 1034 (npesHILaBaluy noseye oT 40 nbTH
NpenopBUMTENHATA 1032 IPH X0pa), MPH [UTBXOBE Ca YCTaHOBEHH TepaToreHHU edekTH, Mpu MuLuky
H 3aiiuM He ce HabmoaaBa TepaTOreHHOCT.

6. O®APMALEBTHYHH JAHHHU
6.1. CnHeBK Ha TOMOLIHUTE BEeIeCcTRA

Beaka ¢uimupana TabneTka chabpika CIEIHHTE MOMOLUHK BEIECTRA:
NaKTO3a MOHOXMApAT

LAPEBHUHO HHLLECTE

MHUKPOKPHCTAJIHA LIEAyN03a

npexenaTHHH3IHPaHO KapTOHEHO HHWECTE

nosuaoxH K90

MAarHe3MeB CTeapar

XKHAPOTEHHUPAHO PACTHTENHO MAC/O (MaMyyHO)

HATpHER Naypwn cyndar

XHIOpOMeNno3a

6.2. HechemecTHMOCTH
Henpunoxumo

6.3. Cpox Ha roauoct //



3 roounn
6.4. CneunaaHH yc/10BHA HA ChXpaHEHHE

,Ila C€ CbXpaHABa HA MACTO, HEAOCTBITHO 32 Acua.
Tosu NEKAPCTBEH NPOLYKT HE H3IHCKBa CMELHANHK YCIOBHA HA CHXpPaHCHHE,

6.5. JannH 32 0NAKOBKATA

KapTouneHa kyTus cbabpxaina eans Gaucrep ¢ 30 rabnerku ot 10 mg.

6.6. CnenHajHM NpeIna3HU MePKH NpH U3XBLpaAHe/ H paboTa

Hsama cneuranHy H3MCKBAHHA.

HewnsnonsgauuaT NpoaykT HAH OTNAAEYHATE MaTEPHAAH OT Hero TpAGBa 1a ce HIXBLPAAT B
CbHOTBETCTBHE C MECTHUTE H3UCKBAHHA.

7. TPHUTEXATEJ HA PAZPEUIEHHUETO 3A YITIOTPEBA

Johnson & Johnson d.o.0.

Smartinska cesta 53

1000 Ljubljana,

Cnoseunus

8. HOMEP HA PA3ZPEIUIEHHETO 3A YIIOTPEBA

20010169

9. JATA HA NNbPBO PA3PEILIABAHE/MOAHOBABAHE HA PAZPEILEHHETO 3A
YNOTPEBA

Iata na nbpeo paspewerne: 29 aayapu 2001 r.

Jlata Ha nocnenHo noaHoBaeaxe: 15 cenmemepu 2011 .

10. JJATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2020




