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KPATKA XAPAKTEPUCTHKA HA TIPOJAYKTA
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NIVALIN 1 mg/ml solution for injection e g g/ Hﬂ /7 / rJ’.‘s' ?} 3? 709
HHUBAJMH 1 mg/ml HIDKeKIHMOHEH Pa3TBOp T s 3 1 03 202 1

1. HME HA JJEKAPCTBEHHAS MTPOYKT

VA

NIVALIN 2,5 mg/ml solution for injection
HHUBAJIHMH 2,5 mg/ml HiKeKLMOHEH pa3TBOp

NIVALIN 5 mg/m] solution for injection
HHUBAJIMH 5 mg/ml vikeKUMOHEH pasTBop

NIVALIN 10 mg/mi solution for injection
HWBAJIHH 10 mg/ml siskexuoHeH pasteop

2. KAYECTBEH H KOJIMYECTBEH CHECTAB

Besxa ammyna or 1 ml HHXKEKIMOHEH pa3TBOp ChABPKA AKTHBHO BELIECTBO MATAHTAMKHOB
xunpobpoMun (galantamine hydrobromide) 1 mg, 2,5 mg, 5 mg wim 10 mg.
3a oBAHUS CMHUCHK Ha MOMOINHHTE BEIECTBA BHIKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

HipxexkunoHeH pastsop
TIpo3pauna, 6HcTpa, GeauBeTHa A0 ONEACKBATA TEIHOCT.

4. KIHHHYHU JAHHH

4.1 TepaneBTHUHH NOKAIAHHE

Heeposiorus

3a6onaBaHua Ha neprdepHaTa HEPBHA CHCTEMA (IONIMPAHKYJIOHEBPHT, PAMKY.IOHEBPHT, HEBDHT,
MOJIMHEBPUT, NMOTHHEBPOTIATHH );

CBCTOSHUA, CBBP3aHH C YBPEKIaH!A Ha [IPEHUTE poryera Ha rpbOHausus MO3BK (cnen
MONHOMHEIINT, MHEJTHAT, CIIHHAHA MYCKYJTHa aTpodui);

LlepeGpanna napanu3sa (ChCTOAHMS Clie]] MOIBYCH HHCYITT, ASTCKA Lepebpanua napanusa),
HapyuieH#s Ha HEpBHO-MYCKYJIHHA CHHAINC (MHACTEHHA IPaBHC, MYCKYITHA AUCTpObuA).
AHECTE3MONOrHA H XUPYPIHA — 34 IpeMaxBaHe eeKTa Ha HEAENO/HPHIUPAIHTE HEPBHO-MYCKYIHH
Gnokepu M 3a NeYeHHE Ha CIIEOTIEPATHBHH IAPE3H HA THHKHUTE Y€PBa ¢ [THKOYHHA MEXYP.
Du3soTepanis — AOHOGOPETUUHO MPH KEBPOJIOTWIHH YBPEX/IaHHA Ha nepHdepHaTa HEPBHA CHCTEMA,
€Hype3sHc HOKTypHa.

ToxcHkONOrHg — MPH OTPABAHE ¢ AHTHXOINUHEPTHIIH.

4.2 [lozEpoBKa H HAYAH HA OPHICKEHHE

I{o:mpomcam H NPOOBDKUTENHOCTTA HA JICYCHHE ¢ MJTAHTAMMH 3aBHCAT OT TEXKECTTa Ha CHUMIITOMHTE
H HHAMBUIYalHATA YyBCTBHTENHOCT Ha MALMEeHTa KbM JIEYECHHETO.

HupanuH HHKEKUHOHEH Pa3TBOP CE MpHAra MOAKOKHO, MHTPAMYCKYJTHO HIIH HHTPABEHO3HO.
Husamus noa ¢opMaTa Ha MHXKEKIIHOHEH PasTBOP ¢e M3NO/3Ba 33 KPaTKOTPaiHO NeueHHe
DALHEHTH, TIPH KOUTO € HEBL3MOXKHO NEPOpanHo npuioxkenue. [IpH mepBa BE3MOXKHOCT
npeMHHaBa KbM NpHiokesue na Husanux noa gopmara Ha Tabnetka.

Hesponorus
Buapacmuu



O6uuaitto ce npusrara B nosa 0,03 — 0,28 mg/kg.

HpenoprurTeHaTa HayaTHa 1034 € 2,5 mg AHeBHO. JlHeBHATA 1033 MOCTENCHHO C¢ NOBHINABA NPe3 3-
4 gam c no 2,5 mg, pa3neneHa Ha 2 10 3 paBHM 103H. MakcHMAanHaTa eAHOKPATHA H03a 33 BBIPACTHH €
10 mg noakoxHO, a MAKCHMANIHATA JHEBHA 1033 ¢ 20 mg.

Ileouampuyna nonyaayus

[Ipu neua poaupopxara Ha HyBanwH MiDKeKIMOHEN pasTBOP CE ONpesieNs OT IeKap, CIopell TEIeCHOTO
TErI0 Ha JETeTO B KWIOrpaMH, TEXECTTAa HA CHMITTOMUTE M MHHOUBHIYAITHATA NOHOCUMOCT KbM
Jeuenuero. [Ipunara ce NOAKOKHO B CIEHXHATE JHEBHH A03H:

Heua ot 1 no 2 rogunn: 0,25 — 1 mg,

IIpu nena Han 3 roguH# ce npuiara B nosa 0,03 — 0,28 mg/kg win:

ot 3 po 5 ropuuu: 0,5 — 5 mg;

ot 6 no 8 roaunn: 0,75 - 7,5 mg;

or 9 1o 11 rogmen: 1 — 10 mg;

ot 12 ao 15 roaunn: 1,25 - 12,5 mg;

Han 15 rogunn: 1,25 — 15 mg.

AHECTE3HONOI s, XHPYPTHI M TOKCHKOJIOTHS

Karo anmviypape areHT 4 auTHAOT NPH Gpeio3dpaHe ¢ neprdepHr HeaenOIAPHIUPALIN HEPBHO~
MyYCKyJIHH 6oxkepi HuBanuH ce mpHiiara HHTpaBeHo3HO B A03a ot 10-20 mg axeBHO, [Tpu
CJICAONEPATHBHH Tape3n HA CTOMALUHO-YPERHMA TPAKT H MAKOYHUA MEXYP €€ NPHJIara MOAKOXKHO,
HHTPaMYCKY/THO WIH HHTPaBEHO3HO B 03K CIIOPEA BL3pacTTa, paseiieHH Ha 2-3 TbTH AHEBHO.
Be3pacmuu

O6uuaiiHo ce npuiara B fo3a 1,25 — 15 mg.

Heouampuuna nonynayus

Ilpx neua zo3npoBkaTa Ha HHBANHH MHKEKITHOHEH pa3TBOP CE OTIPEACIIA OT JIEKAp, CIopell TEJIECHOTO
TETJIO HA [ICTETO B KAIOIPAMH, TEXECTTAa HA CHMITTOMHTE H HHIAMBHIYATHATA IOHOCHMOCT KbM
JeyeHuero. [IpMnara ce HHTPaBEHO3HO B CAEIHHTE A03H:

Heua ot 1 xo 2 roaunu: 0,25 — 1 mg,

Ilpy acua Han 3-roaunu Hueanuu urxekUBOHEH pasTBop ce npunara B no3a 0,03 — 0,28 mg/kg unn:
or 3 g0 5 rogasm: 0,5 — 5 mg;

ot 6 no 8 romuam: 0,75 — 7,5 mg;

ot 9 a0 11 rogunu: 1 — 10 mg;

ot 12 go 15 romman: 1,25 — 12,5 mg;

nazg 15 roguan: 1,25 — 15 mg.

@nsno’repanm
Honodopetnuno — 2,5 1o 5 mg rananramuH (MPH rojieMHHAa Ha e1EKTPHYECKHA TOK OT 1 10 2 mA) 3a

10 muHyTH 33 nepuog 10-15 avu.

Tlayuenmu c napywena wepnodpobna gyuxyus: NpH NAIMEHTH C YMEPSHO YBPEAEHA YepHOApobHa
dyuxuus (7-9 crenen no Child-Plough) € Bp3MOKHO I1a3MEHHATE KOHLEHTPALIHY Ha TAIRHTAMHH J1a
ce MOBHIUAT, IOPAAM KOETO CE NPenopbyBa peAyLMpase Ha AHERHATA A03a 10 15 mg.

¥norpebara Ha ralaHTaAMHH ITPH NALMEHTH C TEXKA yepHoapobHa uepoctatbunoct (Child-Plough
>9) e NpoTHBONOKA3aHA (BXK. TOUKa 4.3).

Ilayuenmu c napyuwena 6vbpeuna giyuxyus: ralaHTAMHH M HETOBHTE MeTabOIMTH ce eKCKpeTHpaT
upe3 6x6pennTe (Bi. Touka 5.2). IIpu nawmeHTH © ymepena 6u0peuHa HeIOCTATBYHOCT [03aTa He
Tps0bBa fa Hajgguiasa 15 mg AuceHO. [[pu HaLMEHTH ¢ TexKa FuOpeuna HEAOCTATEUHOCT (KITHPBHC
Ha xpeaTuHuHa oA 10 ml/muH), ynorpebata va Husanuu e nporusonokasaHa.

4.3 IpoTHBomOKazaHHu

CBpBEXYYBCTBHTEHOCT KM 2KTHBHOTO BEUIECTBO MITH KbM HAKOE OT [OMOLIHHTE BELIe
130poeHH B To4ka 6.1;

Texxa 6pOpedHa HexOCTATHYHOCT (KIIMPBHC HA KpeaTHHHHA mox 10 ml/min);
Texka uepnoapobua HepoctarsuHoct (Child-Plough > 9),

Bponxunanua acT™a;

Bpanukapaus;



AV-6nok;

Hcexemuuna Gonect Ha crpleTo;

Texka cepaeuna seaocrarsusoct (I11-IV crenen no NYHA);
Emunericua;

XHMepKHHE3HMU.

4.4 CoensajHg npexynpexacHES H NPEAUAHA MEPKH NPH ynorpeda

ITopanu ceoeto papmMakonOoruaHE ASHCTBHE MAPACHMITATUKOMHMETHIIHTE MOFAT 113 OKKAT
BarOTOHMYHO JACHCTBHE BBPXY CHPACUHHA PHTbM - Gpamukapann, AV-6nok (Bx. Touka 4.8). Ilo Tasu
[PHYHHA C€ M3HCKBA BHHMAHHE NIPH MpHIaraHe Ha TAJAHTAMMH NIPH NalUMEHTH CbC CHHAPOM HA
GonaMA CHHYCOR BB3eN WIH JPYTH HAJKAMEPHH HAPYIUCHHS HA ChPAEYHATA POBOAMMOCT, KAKTO H
NpH [TALMEHTH, H3MON3BAllH €HOBPEMEHHO JIEKAPCTBEHH BEINECTRA, 3a0aBAIlH 3HaUHTE HO
CHPACYHNA PHTHM, KATO AWIOKCHH Win GeTa-6nokepr WK Apy NALMEHTH ¢ HEKOPHIHPaH
eJIEKTPOJTHTEeH 6ananc (XHIep- WK XHIOKATTHEMHSA ).

[lopanu ToBa € HEOOX0AMMO BHHMAHHE, KOTATO FANTAHTAMMH C€ SIPHIAra Ha NAUHeHTH ChC CHPACYHO-
ChbAOBH 3a00N14BaHHA, HANIP. B MEPHOAA HETIOCPEACTREHO ClIEA MpekapaH MHDAPKT Ha MHOKapAa,
HOBOMOABKIIO ¢€ MPEACHPAHO MBK/IEHE, BTOPA HIIH N0-BHCOKA CTENeH ChpAeucH OJI0K, HecTabmiHa
CTEHOKAP/HMA KITH 3aCTOMHA CLPICHHA HEl0CTATHYHOCT, ocobero crencHn I1I-1V mo NYHA.

Hma croSinenns 3a yasmkasade Ha QTc npu NanMeHTH, NpUiaramy TepanesTHYHH A03H
rajlaHTaMKH, 1 32 torsade de pointes BbB Bpb3ka ¢ npeao3upaHe (Bx. Touka 4.9). [Topanu Tosa,
ranasTamMuH TpaORa /1a ce H3M0JI3Ba BHMMATENHO NPH NALMEHTH ¢ yahikapane Ha QTc
UHTEPBA/IA, P NALUCHTH, IeKyBaHH ¢ JieKapeTBa, Nosauasalm QTc sHTepRana, WiIH npy
HAUHEHTH ChC CHOTBETHO HATTHYHO CHPAEHHO 3a6014BaHe MK ENEKTPOIMTHH HADYIICHHMA.

ITopajgu XOMMHOMHMETHYHOTO cH AeliCTBHE rajlaHTaAMKH MOXKE A4 [OBHLIK CTOMALIHATA CeKpelHs 1
[1a MpeM3BHKA HEXKEITAHH IEKAPCTREHM PEaKLHH OT CTPaHa Ha CTOMAaLIHO-4peBHHA TpakT. [lo-BHcok
PHCK CBHILECTBYBA ITPH NALMEHTH C aHaMHe3a 3a A3BeHa §OJIecT, npe3 BhICTAHOBHTE/IHHA MEPHO CIIEA,
onepauMH Ha CTOMAaxa H IIPH NAUMEHTH HA €JHOBPEMEHHO IEYEHHE C HECTEPOHAHN
TNPOTHBOBBIMANTHTENHH NICKAPCTBEHH NPOIYKTH. inl IpoOBEXaHe Ha JIEYCHHE © ralaHTaMHH TE3H
nauHeHTH TpAOBA Aa OBAAT NpocneAABaHU 332 CHMITTOMH HA AKTHEHO WJIH OKY/ITHO CTOMAlIHO-YPEBHO
KbpBEHE.

I'ananTamus TpsOBa Ja ce HasHAwaBa ¢ BHUIMAHHE NPH MALHEHTH ¢ XPOHHYHA 00CTPYKTHBHA
tenoapobua Gonect.

He ce npenopnusa Ha3zHa4aBaHETO My NPH NALHEHTH ChC 3ATPYAHEHUA B YPUHHPRHETO, ClIE]
CKOpPOLIHA PE3CKIMA Ha NPOCTATHATA HUTE3a WIH MMKOYHHA MEXYP, KaKTO M [IPH ONEPAaTHBHH
HHTEPBEHLIHH NOT ITHJIHA AHSCTE3HA.

XONHHOMHMETHIMTE MOTAT a TOTEHIUPAT eeKTa HA HEPBHO-MYCKYJIHHTE GJIOKEPH OT
CYKUMHHIXOITHHOB THTI 110 BpEME HA aHECTE3HA.

[Ipu Ne4eHHETO C XONHHECTEPA3HA MHXHOHTOPH, BISIIOMMTE/IHO FAIAHTAMHH, B OTACTHH CTy4aH MOKE
Aa ce Habmoriapa MOHWKABaHE Ha TENECHOTO TerNo. B TakuBa ciryuan € HeoOX0AMMO Jia Ce
KOHTPOJIMPA TEMJIOTO Ha MALMEHTHTE.

[NapacHMNaTHKOMHMETHUNTE MPHTEXABAT H3BECTEH NOTEHIHAN 32 NpeJB3BUKBAHE HAa ThPYOBE.
IosuineHa rbpuOBa AKTHBHOCT C¢ Hab/mo0/aBa npu naueHTd ¢ Gonectra Ha AnuxaiiMep.
B penxw cryyan napacHMIIATMKOMHMETHIIMTE MOTAT i TIOBHIUAT XOIHHEPrHYHAA TOHYC HHG
peaM3BHKAT BIICIGABAHE HA CHMITTOMHTE Ha IIAPKHHCOHM3IEBM. QS"

lananramus Tpsa6ea na ce Npunara ¢ BHAMAHKE K B MO-HHCKH JO3H MPH NMALHEHTH < §
HEZOCTATEYHOCT, CrIOpeA CTOHHOCTHTE HA KPEATHHHHORHA KITHPBHC.



JlexapcTBeHUST NPOAYKT ChABPXKA N0-MaKO oT 1 mmol Hatpuii (23 mg) B eaHa no3a, T.€.
NPAKTHYCCKH HE ChIbPKa HATPHIA,

4.5 BaammoneiicTene ¢ APYra AcKapcTBReHH NPOIYKTH H APYTH GOPMH HA B3aEMojelicTBHe

d)apmaxoggﬂamun JICKADCTBEHH BIaHMOAeiicTBHA

Ipu enHOBpEMEHHO NPWIOKEHHE HA MANAHTAMHH C APYTH XONMHOMHUMETHLH (TAKHBA KATO
aMOeHOHHYM, IOHENpPe3unn, HEOCTHIMMH, NAPHAOCTHIMHH HWIH CHCTEMHO [PHIIAraH ITHAOKAPIIHH)
MOXKe J1a ce HabmoaaBa ycH/IBaHe Ha XOAHHOMHMETHIHOTO HM ACHCTBHE, IOpaaH KOETo T¢ He TpadBa
A8 Ce NpUIaraT eNHOBPEMEHHO.

I'anaHTAMMH aHTArOHH3HMpa AeHCTBHETO HA AHTHMXONTMHEPTHYHH CPeRCTBA (ATPONKH U BIONOOHH
cybcraniguu), XeKCAMETOHHHA H IPYTH FaHITHOGIIOKEPH, HeXETIONAPU3HPAINH MUOPEIaKCAHTH
(Ty6oxypapuH).

B1BaMOXKHH ca B3aMMOAEHCTBHA Ha FAJIAHTAMUH ITPH €JHOBPEMEHHOTO My TIPHIIOKEHHE C JIEKAPCTRA,
KOMTO NPEAMBUKBAT 3a0aBsHe Ha CHPAEHHNA PHTHM, KATO HANPUMEp, AMFOKCHH, GeTa-Onokep,
OnoKepH Ha KAHIHEBATE KAHAM H AMHOIAPOH.

IlpokauHammz, YHETO ACHCTBHE CC SHDKH YACTHYHO HA AHTHXOJMHEPIHYHATA My KTHBHOCT, HE
TpAGRa Na ce ynoTpeOaBa eqHOBPEMEHHO C FANaHTAMHH, Thil KATO TOH MOJKe A3 AHTarOHH3IHpA
TEpANeBTHYHMA MY edieKT.

AMHHOTTIHKO3HAMTE (PeHTAMHUMH, AMHKALMH) MOTAT AR HAMANAT TEPANEBTHUHKA cheKT Ha
rajlaHTaMHH NpH myasthenia gravis.

JeificTBMETO Ha NENONAPHIAPAIIUTE HEPBHO-MYCKY/IHH G1oKepH (CykcaMeToHHiH) Moxe aa Obae
YCHJICHO TIPH €HOBPEMEHHO NPWIOKEHHE ¢ TANGHTAMHH, OCOOCHO B Cy4aHTe Ha ACHHLIAT HA
NCEBJOXONNHECTEPA3A.

(Dapuaxoxnﬂe'rmm{ JIEKAPCTBEHH H IPYIH B3aHMOACHCTRHS

I'ananTamun ce MeTabonuanpa ot yepHoapobHuTe H3oeHsumu CYP3A4 u CYP2D6. JlekapcTaeHH
BELICCTBA, KOHTO C& METabONH3HpAT OT CHIHTE H30SH3HMH, MOTAT J& B3aHMOACHCTBAT ¢ FAlaHTAMHH
Ha (hapMakOKHHETHYHO HuBO. Huxnburopure na CYP2D6 (XuHHAMH, NAPOKCETHH, (UIYOKCETHH) HITH
CYP3A4 (keTokOHA30M, 3MAOBY TUH, PHTOHABKAP, SPUTPOMHIIHH) MOTAT 1A IOBIHAAT Ha MeTabonm3Ma
Ha ralaHTAMHH H 1a DPeAW3BHKAT NOBHINABAHE Ha [1a3MEHATA My KOHLIEHTPALHA W CHOTBETHO, Ha
GHOHATHYHOCTTA MY. B Te3H cTyuaM ChIIECTBYBA MOBMILEH PHCK OT HOABA HA HEXKCIAHH JIEKAPCTBEHH
peaxumH, NopagH KOeTo Ce NPEnophyuBa NOHIKABAHE HA NOATbPXAINATA 1034 TANAHTAMHH.

LiAMeTHIMA MOXKe 4 NOBHLIN GHOHATMUHOCTTA HA TATdHTAMMH.
I'anaHTaMMH He OKa3Ba BITHAHHE BHPXY QaPMAKOKHHETHKATA HA BaphapHH.

4.6 @epraiaaTeT, OpEeMEHHOCT H KbpMEHe

BbpemeHnHocT
Hsma gocTaThuno KITMHNSHE JaHHK 32 Ge301acHOCT OT NpiiaraseTo Ha raJaHTaMHH 110 BPEME Ha
OpeMeHHOCT, nopaau koeto ynorpebara My He ce Mpenopeysa.

Knpmene '

HsMa naHHH 33 eKCKPETHPAaHETO HA ralaHTAMHH B KbpMata. He ca M3BbpINBaHH KIHHHUHH
NpPOYYBaHHA BLPXY KbPMEIIH JKEHH, IOpajiH KOETO He C¢ NPENopbYBa NPHI0KEHHE Ha
[EpHOAa HA KbPMEHE.

DepriuMTeT




ExcneprmeHTaNnANTe OpoYUBaHHA NPH JKMBOTHH HE NOKA3BAT MPAKO HIH HENPAKO BPEHO
BBE3ACHCTRHE BHPXY GpemMeHHOCTTa, eMOPHOHATHOTO/(PETATHO Pa3BHTHE, PAXNAAHETO HITH
MOCTHATATHOTO PA3BUTHE (Bx. TOuKa 5.3).

4.7 EdexTn BLpIy cnocobnocTTa 3a modapane 4 pabora ¢ MANIHAH

Hupanun MoXe N2 NpefiM3BHKa HapyIEHHE HA 3PEHHETO, CHHIIMBOCT, CBETOBBPTEX, ocofeHo B
Ha4asoTo Ha NeYeHNeTo (B, Touka 4.8). B Te3u cnyyan ce nmpenoprysa K30ATBaHe Ha modupaHe H
paboTa ¢ MaIIHHM.

4.8 Hexenann nexapcTBeHsd peaknuu

HexenaHuTe neKapcTBEHH peakiUMH Ca KIACH(MIMPAHH 110 YECTOTA H 10 CHCTEMa OpraH-KIac.
Yecrorara no MedDRA otrosaps Ha: Msoro uectu (>1/10), uectu (>1/100 no <1/10), Heuectn
(>1/1 000 go <1/100), peaxn (>1/10 000 no < 1/1 000), muoro peaxu (<1/10 000), c HeH3BecTHA
yecToTa (OT HATHYHHTE JAHHU He MOXe ja Ohjle HanpaBeHa OLeHKa).

Haii-uecTurie HeXenaHu IEKAPCTBEHH PEaKLMK Ca CBBP3IaHH ¢ (PapMaKOAHHAMHKATA HA AKTHBHOTO
BEIIECTBO rallaHTAMKH W OCHOBHO MOTAT CE IPOABAT Hpe3 HHKOTUHOBH W HO-PAIKO MYCKapHHOBH
efpexTH, XapakTepHH 3a HapMaKoNOrHyHus Kilac.

Hapyinenus ua MerabonnuimMa U XpaHEHETO

Yecmu. 3aryba Ha anieTHT, aHOPEKCHA;

Hevuecmu: pexuapararms.

TIcHXHYHH HAPYIOCHHA

Yecmu: XamOLMHALIHE, ACNPECHS;

Hevecmuy: 3pure/lHH K CIyXOBH XAMSOIEHALIHH.

HapymeHus Ha HEpBHATA CHCTeMa

Yecmu: 3aMaiiBaHe, COMHOASHTHOCT, CHHKOIIL, TPEMOP, rNaBo0onue, NeTaprus,

Heuecmu: napecTeann, aucrey3ns, XUNCPCOMHHUA.

HapyineHus Ha o4uTe

Heuecmu: 3aMbrneHo spense.

Hapymenns Ha YXOT0 U TaGUpHHTa

Hevecmu: THHUTYC.
Crprievysy HapyYIIgHHA
Yecmu: Gpanuxaprus;
Hevecmu: cynpaBeHTPHKYJIHH €KCTPACHCTOJH, AaTPHOBEHTPHUKYNapes Onok | crenen, cHRycosa
OpaayvKapaus, MAITATALAN,

C»A0BH HapylleHUs

Hecmu: xunepreH3us;

Hevecmu: XANoTeH3us, TOILTH BBIIHH,

CTOMAINHO-YPEBHH HAPYIICHHN

Mhno20 yecmu: rafjeHe, NOBPBILIAHE;

Yecmu: abpoMuHanHl 60KH, abNOMHHATHH GONKH B FOPHATA YACT, AMAPHS, AUCHIENCUA, CTOMALICH
AuckoMQopT, 9peBeH TUCKOMGOpT;

Hevecmu: noaurane;

C neuzeecmna vecmoma: 3acCHiBAHE KA YPSBHATA [IEPHCTAITHKA,
XenarobunHapHy HAPYIISHHA

Pedxu: XenaTHTH.

Hapyinehns Ha Ko)kaTa W NONKOKHATA THKAH

Yecmu. xunepxuaposa.

Hapyinenns Ha MYCKY/IHO-CKENETHATa CHCTEMA K CHhEAHHHTENNATA TEKAH

Yecmii: MyCKYJIHH CIIAZMH;

Hewecmu: mycKynxa cnabocr.

Obmy Hapyienus ¥ eheKTH HA MACTOTO HA NPUIQKEHHE

Yecmu: acTeHus, ymopa, ciabocT;

C neuzsecmua wecmoma. GoKa Ha MACTOTO HA MHMKCKTHPAHE, BB3MOKHH €4 MECTH
MAPEHTEPATHO BHREK/IRHE.

Hacnenpanus




Hecmu: NOHIKABAHE HA TEJIECHOTO TEINO;

Heyecmu: noBHIlIeHH CTOHHOCTH Ha YePHOAPOGHHTE EHIUMH.

H BRHHS MY H YCJIOXKHEHHNN, BE3HUKHAJIA ATAT HA HHTEPBEHIHH
Yecmu: naganus.

4.9 Ilpenosmpanme

CHMITTOMH

[Ipy3HaumTe ¥ CHMITTOMHTE HA NpeO3HpaHe C rANAHTAMMH Ca CXOIHH ¢ TE3H HA NPEAO3HpaHE ¢
JAPYI'H napacHMnarukoMumeTHiw. Tesu edextn obnknoreHo 3acarar 1[HC, mapacumnarukycoBara
HEPBHA CHCTEMA M HEPBHO-MYCKY/THUTE ciHancy. OcBeH MycKysiHa ciabocT HiH dacluMKyanmMH,
MOXE /12 CE MPOSIBAT HAKOM HIH BCHUYKH NPH3HALM Ha XONHHEPrHYHA KpPH3a: H3pa3eHo rajicHe,
NoBphuIaHe, cnacTHYHH 60NKH B 06/1aCTTa HA KOpeMa, JHAPHS, CIIOHOOTACIAHE, ChII3CHE, MOBHIICHO
norexe, GpanMKapaui, XUNOTEH3Hs, KONANC H rhpdose. Mapasenara MycKyiHa ciaGocT, 3aeIHO ¢
XHIIEPCEKPELNA HAa THraBHLIATA HA TpaxesTa M OpoHXOCnalbM, MOXKE Aa JOBEAAaT 10 OCThp
PECIpaTOPeH AUCTPEC CHHAPOM,

Jlevenue

Heobxonnmo e 1a ce KOHTPONHPAT PACTIMPATOPHHTE H CHPACHHO-CHIOBH QYHKIHH. JledenneTo e
cumnroMarHyno. [Ipu nepopasiHo npenosupane ¢ NPOAYKTa , akO NAUMEHTHT € B Ch3HAHME, CE NPaBH
JaBax.

Karo aHTu0T MOXKE [ia C& M3MOM3Ba ATPONHH B no3a o7 0,5 o 1 mg BeHO3HO ¥ A03aTa Ja CE NOBTOPH
B 32BHCHMOCT OT KITHHHYHATA CHMITTOMATHKA.

5. @APMAKOJIOTHYHH CBOMCTBA
5.1 <PapmakoawBAMEYHE CBOHCTBA
(apmakoTepaneBTHYHa rpyna: AHTHAeMeHTHH. AHTHXONHHecTepazHH. ATC xox: NO6DAO4

Mexanusbsm Ha geficTeue
T'anaHTaMHH € TpeTHYEH aNnKanou ] OT rpyNaTa Ha MapacHMIETHKOMHMETHINTE C HHAHPEKTHO
nefcrere. To#t e CeNeKTHRCH, KOMIICTHTHBEH H OOpaTHM MHXHOMTOP Ha AleTHIXQIHHECTEpA3aTa.
Ipenu3prKksa NOBHINABAHE HUBATA HA ALICTWIXO/MH B [ICHTPA/HATA HepBHa cucTeMa. OCBEH KaTO
06paTHM MEXHOHTOD Ha ALIETHIXOJIMHECTEPA3ATa, ASHCTBA H KATO aNOCTEPHHCH MOTEHLMPAIL THTaHA
BBLPXY Hali-pa3npocTpaHEHHTE B LIEHTPAIHATA HEPBHA CHCTEMA HAKOTHHORH alETHIXOJIHHOBH
PELENTOPH oT NoxTHE alphad/beta2. ITopHinaBa H YYRCTBHTETHOCTTA HA MIOCTCHHATHYHUTE
PELIENTOPH KbM alleTHIXOoMnH. [anaHTaMHH npeMuUHasa pes Xxemato-eunnedantara Gapuepa,
yliecHABa nposexaaneTo Ha uMnyicy B ITHC 1 ycxkopsasa ppaGyanure rponecH. [Topuiiasa
aKTHBHOCTTA HAa XO/MMHEPrHYHATA CHCTEMA, B PE3YIITAT HA KOETO ce MoAoSpABAT KOTHUTHBHHTE
(yHKIHH.

B cpaBHEHHe ¢ HCOCTHTMMH, TANAHTAMMH 0Ka3Ba 3HAYHTEIHO No-chabo nelicTeue BEpXY
MYCKapHHOBHTE PELICIITOPH.

DapMakoA¥HAMHMHH ePeKTH

YaecHasa Bp30yIHATA MPOBOIRMOCT B HEPSHO-MYCKY/IHHMTE CUHATICH H B3CTAHOBARA HEPBHO-
MYyCKYJ/IHAaTa MPOBOAMMOCT, KOTATO € GIOKHpaHa OT HeAENONAPH3IHPALIH HEPBHO-MYCKYIHH OnokepH.
IlosHinapa TOHyCa Ha IMIAAKATA MYCKY/IaTypPa M YCHIBR CEKPELMATA Ha XPAHOCMHIIATEITHHTE X
MOTHHTE AJIE3N B NPeAH3IBHKBA MHO34.

Knunwuna edurkacHocT M Ge30nacHOCT

Cunra ce, ue NPUICKEHHETO Ha MAPRCHMNATHKOMHMETHLIA € CBHP3aHO C PHCK OT Pa3BHTHE Ha
rbpuoBe (BHLIPEKH, Ye HE ca Halmonasany npu rananTaMuH). ToBa Hanara CTPHKTHO HabmQag
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l'anaHTaMHH € aKaIHO CheAHHEHHE ¢ HoHM3alMonHa KoHcTanTa (pKa 8,2). Toil e cnabo munodunen
C KOCHUIMEHT Ha pasnpeeicHHe MeXAY oKTasHon H Gydepen pasTeop, paeeH Ha 1,09.
PasTeROpHMOCTTa MY BBEB BoAa € 31 mg/ml.

AbcopBupa

["ananramMuH ce pe3opbupa 6Bp30 H IMKIHO Clle NIEPOPATHO MPHIOKESHHE.

He ce ycTaHOBsBAT CTATHCTHYECKH 3HAYHMH Pa3THUMA B CpEAHHTE CToHOCTH Ha AUC npH
MEpOpanHo K NapeHTEPATHO NPHIIOKEHHE Ha 103a 0T 10 mg.

BHoHanyqHocTTa Ha rajiaHTaMiH e 80-100% 1 e eqHa H China MPH NEpOPATHHA TEYHH U TBBEP/H
NIEKAPCTBEHM (POPMH, a CHIIO MPH MAPEHTEPATHO ¥ TIEPOPATHO IIPHAOKEHHE.

MakcHManH# IUTa3MeHH KOHLICHTpaiyy ce Habmozasar 1-2 yaca ciiefi BbBEXKIAHETO MY.

TIpn nepopasto MpHNOKEHHE HA FANAHTAMEH, 3a€IHO ¢ XpaHa B 1032 0T 10 mg, 3HAYHTENHO CE KaMalisa
CKOPOCTTa, HO HE ¥ CTENICHTA HA HeroBaTa pesoplrms.

Pas eneHHe

TanaHTamuH ce CBLP3Ra C IUTA3MEHHTE POTEMHM B HHUCKa cTeneH — 1o 18%. Tol npemMunara recHo
npe3 XemaTo-cHuedansata GapHepa 1 ce OTKPHBA B MO3BYHMTE THKAHH B 2-3 ITbTH MO-BHCOKH
KOHLIEHTpauHK OT Te3u B Ia3mMaTa. O0eMBT Ha pasnpeneneHue € okono 175 1.

buorpaucdopm

Ho 75% ot npunoxeHara J03a rajjaHTaMHH ce MeTabonu3upa B YepHuA Apod OCHOBHO OT CHCTEMATa
unroxpom P450 (CYP3A4 n CYP2D$). B npoy4saHus in vitro e yctaHoseHo, ue CYP2D6 y4actpa B
obpasysaneTo Ha O-necmerwiranantamud, a CYP3A4 — B obpasyBanero Ha N-Okcua-TanaHTaMHH.
TIp HHcKa eH3MMHA aKTUBHOCT (“NolH MeTaboNM3aTOpH™) Ce YCTAHOBABAT N0-BHCOKH CTOHHOCTH
{10 50%) HenpoMeHeH ranaHTaMHH, B CPABHEHME ¢ TE3H NpH “Ao6pure MeTabonniaTopu”.
OcroBHHUTE METAOONATH SIHraNaHTAMHKH, TANAHTAMHHOH H HOPraJJAHTAMMH CE OTKPHBAT B ILTa3zMatTa
H YpHHATa, HAMA ARHHH 33 TAXHATA QApPMaKOIIOTHIHA AKTHBHOCT.

Ennmunnpade
BpemeTo Ha NONYXMBOT Ha FraJAHTAMKH € OKOJIO 5 uaca. EHMHHUpaHETO OT UEHTPAITHAA

KOMITAPTHMEHT € N0-0Bp3o B cpaBHeHNE ¢ nepudepHud. [alaHTAMHH ce STHMHHHPA OCHOBHO upe3
rinoMepynHa dwrrpamma (10 74 + 23% 3a 72 yaca) B HenpoMeHes BUJ U o popMara Ha MeTaGoTHTH
(ranaHTaMHHOH, €NUrajaHTaMKH). Y CTAHOBEHO €, Y€ GbOpe HIAT KIMPBHC Ha FaNaHTaAMHH € OKOJI0
100 ml/min, koeTo € 611H30 DO KNUPBHCA HA HHYIIHH, PECIIEKTMBHO KPEaTHHHH.

He ce xoHiorvpa B uepHus Apob # 0rbYHATA MYy KCKpelus ¢ HesHauuTenHa — 0,2 + 0,1% 3a 24 gaca.

JuneiiHocT/uenuucHBOCT
dapMaKOKMHETHKATA HA TAIAHTAMHAH € JIWHSHHA B IPaHHLIMTE HA TepaneBTHYHHTE no3H. He ce
Ha0/moAaBa KyMyJauus ciej MHOTOKPATHOTO PIIOKEHHE Ha TaJaHTAMHH.

Bpr3ka MaKOKHHETHKA-(QapMaKoNHHAMHKA
He ¢ ycTanoBeHa kopenauys Mexay IUIA3MEHUTE KOHLEHTPALME H TepaneBTHIHIA U HeXKeJlaHUTe
e(eKTH Ha ranaHTaMuH.

(DaQMaKOKHHeTHKa IpH ONPEACIICHA MPYTIH GAIIHEHTH

IIpu nauMeHTH CBC CpeIHH 0 TEXKKH HApYINeHHs Ha depHus Apob croiinocrure Ha AUC ce
nosuuIasat A0 37-67%.

[Ipu DAUKEHTH CBC CPEAHOTEXKKH HAPYUICHHS HA YEPHUA AP00 KIHPLHCHT HA FANAHTAMMH CE
TIOHHXKAaBa ¢ OKOJIO 25%.

HaHHHTe OT MPOY4BAHHATA NOKA3BAT, Y€ IPH NALMEHTH C NOHWKEH KIMPHHC HA KPEATHHHH €
BB3MOKHO 3a0aBsAHe HA ETHMMHHPAHETO HA AAHTAMHH.

IInasmeHuTe KOHIIEHTPALINK HA rANAHTAMMH Ca (10-BHCOKH ¢ okono 30-40% npu nauue
HaMpeIHama Be3pacTt {Hag 65 rogqHHH).

He ca ycTaHOBEHM NONOBK M PACOBH Pa3nu4HA BLB apMaKOKHHETHKATA Ha rall
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HexnuuuiuHATEe AaHHM He nOKasBaT 0co0eH pHCK 3a Xopa Ha Ga3aTa HA KOHBEHUHMOHAIHMTE
(hapMakoIOrHYHN NPOYUBaHHA 3a GE30MACHOCT, TOKCHYHOCT NMPH MHOTOKPATHO NPUATaHeE,
TeHOTOKCHYHOCT, KAPLHHOTEHEH MOTSHIMAL, PENPOLYKTHBHA TOKCHUHOCT M TOKCHYHOCT 34
Pa3BHTHETO.

IIpu uscnenrane Ha XPOHHYHATA TOKCHYHOCT Ha [AJIAHTAMMH TepopansHo B Ao3H ot 0,25; 0,5; 1 mg/kg
Terno; noakoxHo - 0,125; 0,5 mg/kg Terno B npoxsuKeHMe Ha 6 Mecela Ha NoNoBo 3penH Wistar
ILTEXORE, HE ¢a HAOMONARAHH OUOMETPHUHY, CHOXHMMAYHM, XEMATONONWIHE ¥ MOPHOROTHIHH
OTKJIOHEHHSA OT HOpMATHHTE napameTpu. IlpouecuTe Ha GpeMEHHOCTTa M PaXKAAHETO Ca NPOTHYAIH
HOpManHo. He ca ycTaHOBEHH CTATHCTHYECKH 3HAYHMH Pa3IMMHA B 001IOTO MOBEAEHME, B CPABHEHHE
¢ KOHTPOJHATA IPYNa, ¢ H3KIIOYEHHE HA TIOBHIEHA JIBUIATETHA aKTHBHOCT 33 OKOJNO 2 Haca ciiell
MPHIIOXEHHETO HA NO-BHCOKHTE n03u. H3nonzpannTe 403K ca eKBHBRIEHTHH Ha CPEAHHTE
TepanepTHYHH JHCBHH Z03H, NPHIATAHH NPH XOPa, Pas/ENieHH PeCcTIEKTHBHO HA AHOKPATeH,
IBYKPATEH H YETUPHKPATEH MPHEM.

WscneasanmaTa Ha TalaHTAMMA ¢ TECTOBE 32 MYTAT€HHOCT He TOKA3BAT JAHHH 33 MYTArCHEH
HOTEHIHAJL.

6. PAPMANUEBTHYHH JAHHU

6.1 ChoHchK HA NOMOIIHATE BEIMECTRA

Harpues xnopua
Bona 3a MHKeKIMH

6.2 HecnhBMecTHMOCTH

Henpunoxumo

6.3 Cpox aa roasoct

5 TOAMHH

6.4 Chnennaing ycioBHS HA ChXpaHCHHE

B opHruHanHaTa onakoska, 3a Aa c¢ npeanask ot ceernuHa. Ja ce exxpaunsasa mog 25°C.
Ja He ce 3ampassapa!

6.5 BaIH chIbpAkanHe HA ODAKOBKATA

AMIynH oT §e31BETHO CTBKIO ¢ BMecTHMOCT 1 ml; 10 amoynu B 6imucrep ot PVC donno; 1 wau 10
OnucTepa B KAPTOHEHA KyTHA, 32€HO € IHCTOBKA.

6.6 CroensajHA nNpeNasHH MEPKH NpPH HIXBLPASHE H paGora

Hsama coendanau H3ucKBaHHA.

7. TPHTEXATEJ HA PASPENNIEHUETO 3A YIIOTPEBA
CODAPMA AT

yiL. Mneucko moce 16, 1220 Codua, Bunrapus

8. HOMEP(A) HA PABPEINIEHUETO 3A YIIOTPEBA

Per. Ne 9700572
Per. Ne 9700573




Per. Ne 9700574
Per. Ne 9700575

9. JIATA HA ITLPBO PASPENIABAHE/TIOTHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jata Ha HBpBO paspemnasane: 11.1997
JaTa na nogHosarane: 18.12.2003 / 12.02.2009

10. JAATA HA AKTYAJIM3HPAHE HA TEKCTA

Deppyapu 2021
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