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1.  FME HA JIJEKAPCTBEHHA IIPOAYKT !a, X vogodso/ If
NIVALIN 5 mg tablets N 1Y L 1Ay A J’3 3%"

HUBAJIMH 5 mg TaGnerkn 30 3 2021

NIVALIN 10 mg tablets
HHBAJIUH 10 mg Tabnetkn

2, KAYECTBEH H KOJJHYECTBEH ChCTAB

Besika TabneTka Chiabpka aKTHEHO BEIIECTBO Ma/IaHTAMHHOB XuapoGpomun (galantamine
hydrobromide) 5 nnu 10 mg.

[omolnsn BellecTRa: MUEHHYHO HHINECTE, IAKTO3a MOHOXHAPAT H APYTH.

3a OEAHMA CNUMCHK HA TIOMOMHHTE BEIICCTRA BIDKTE Touxa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnetxka
Kprrna, mnocka Tabnetka ¢ dacera U AeNMTeNHA YepTa OT €HATA CTpaHa, No4TH Osana Ha UBAT.
Tabnerkata Moxe na 6bae pasfeneHa Ha ABe PaBHU A034.

4, KJHMHHMHH JAHHH
4.1 TepaneBTHYHH NOKA3AHEA

Iloka3aH e 3a neveHHe HA:

- cnabo Ao yMepeHo H3pa3eHa NeMEHLIHA OT THIA Ha AmixaiiMep;

- 3abonABaHMA Ha NepHQEpHATA HEPBHA CHCTEMA (MOMTHPAAHKY/IOHEBPHUT, PATHKYTOHEBPHT,
HEBPHT, OMHEBPHT, IOTHHEBPOTIATHH),

- CBCTOSHHA, CEBP3aHH C YBPEKIaHHA Ha peHHTE POrvdeTa Ha rpeOHA4HMA MO3BK (cnenl
NOJTHOMHEJIUT, MHEJTHT, CIIHHAITHA MYCKY.JTHa aTpodus);

- uepeOpanHa mapanusa (ChCTOAHMA CAIE] MOIBYEH HHCYIT, IETCKA Hiepebpania napannsa);
- HApYLIECHHA Ha HEPBHO-MYCKY/THHA CHHAIC (MHACTEHHS rPaBHC, MYCKYJIHA JHCTPOdHS).

4.2 [J03HPOBKa H HAYHH HA HPH/IOKEHAE

ﬂoau;&nxa

Jlo3upoBKaTa M NPOAB/DKHTEIHOCTTA HA JeUeHHe C FATAHTAMHH 33BHCAT OT TEKECTTa Ha CHMITTOMHTE

¥ HHAWBHAYAIHATA MYBCTBHTENHOCT HA MALHEHTA KbM JIEHEHHETO.

Bvspacmuu

O6wuyaiinara 103a e 10-40 mg, pasgenena Ha 2-4 nmpueMma.

Bonrecm na Anyxaiimep

INpenopbusanaTa HayaIHa 1034 € Mo S mg 2 TETH AHEBHO, 33 NPESANOYUTAHE CBC CYTPEIIHOTO H
BEYEPHO XpaHeHe, Crien NpoBexaaHe Ha 4-CeIMHYEH KyPC Ha JiedeHHe, 1033aTa MOXKE [Ja CE yBenH4H

J0 NOCTHraHe Ha MOABbpsKalla go3a ot 20 mg aHeBHO, pasaencHa Ha 2 nphema (rio 10 mg 2 meTH
auesHo). JlozaTa ce yBenMuaBa B 3aBHCHMOCT OT KIHHHYHATA KAPTHHA H HHAMBHIYaJTHATA W Ha
NALHEHTA.

Hauuenmu ¢ Hapywena veprodpobua dynrxyun
IIpu nauxenTH ¢ yMepeHo yBpeaeHa uepHonpotGHa dynkumd (crenenu 7-9 no Child-
BB3MOMKHO IUTA3MEHUTE KOHLERTPALMH Ha FaaHTAMHUH 12 Ce MOBHIUAT, TTOpPaH KO
penyiypaHe Ha JHeBHATA n03a A0 15 mg.




YnoTtpebara Ha ranasTaMHH [P NALMEHTH ¢ TeXKa 9epHoapobHa Henocrarbunoct (Child-Plough
>9) e IPOTHBOMOKA3aHA (BXK. Touka 4.3).

Ilayuenmu ¢ napyuwena bvopeuna dyux

[anaHTaMHH H HeroBHTe MeTaGoNMTH ce eKCKpeTHpaT upe3 Gubpeinire (Bk. Touka 5.2). [lpu
NALMEHTH ¢ yMepeHa GnOpeuHa HeJOCTaTHYHOCT A03aTa He TpAOBa Aa Hagsuuasa 15 mg aHesHo. [ipu
MAIMEHTH ¢ Texkka GLOpeYHa HelOCTATHYHOCT (KPEATHHHHOB KIHpBHE o 10 ml/MaH) ynotpebara
Ha-Husanmun e npoTBONOKa3aHa.

Heduampuuna nonyaayus

INpenoppuBaHaTa AHEBHA 1034 NPH JieLia €:

- ot 6 go 8 rogunu — 5-10 mg gHeBHO;

-0t 9 no 11 rogusu — 5-15 mg aHeBHO;

- ot 12 no 15 rogusn — 5-25 mg gHeBHO.

Hauus Ha NpuiioxeHue
Huganuu TabneTky ce npueMa nepopaiHo no BpeMe Ha XpaueHe. [lo BpeMe Ha IeueHHETO €

Heo0XOAHMO 2 Ce OCHIYPH NPHEM Ha A0CTATEYHO KOJTHYECTRO TEYHOCTH (BK. ToUka 4.8).

IpoB/DEUTETHOCT Ha JICYEHHETO _
[NponemkuTeNHOCTTa Ha 1€4eOEAS Kype BapHpa B IIHPOKH IPAHMIIA — OT HAKOJIKO CEIMULM 110

HAKOJIKO FOZHHHE H 3aBHCH OT 3a00/I9BaHETO H HHAMBHIyAIHATA OHOCHMOCT Ha nauuenTa. Ilpu
N0sBa Ha HeXeJIaHH JIEKapCTBEHH PeaKiii € HeoOXOAMMO [03aTa 1a ¢ HaManH WiH aa ce cnpe
NIEYEHHETO 3a 2-3 JHH, /el KOeTO Ja NPOABIDKHM ¢ TO-HHCKH 03H. AKO JICUEHHETO C€¢ NPEKLCHE 32
MO-ABITC BpeEME, IOBTOPHOTO NMpHIoKeHHe Ha HupanuH Tpa6ea xa 3anovHe ¢ Hail-HHCKaTa 033
MOCTENEHHO Ja C& JOCTUIHE JI0 ONITHMATTHATA NOAABPXKAILA 4033,

4.3 Ilporuponoxkasanus

CBPBLXUYBCTBHTETHOCT KbM aKTHBHOTO BEIIECTRO MM KBM HAKOE OT IOMOIIHHTE BEIECTBA,
n3bpoeHH B TouKa 6.1; :

Texxa 6p0pedHa HENOCTATEHHOCT (KpeaTHHHHOB KIBpHHC moa 10 mi/min);

Texxa uepnonpobua HepocTarsudoct (crenenu 10-15 no Child-Plough); -
Bporxuanna acT™Ma;

Bpanukapnus;

AV-6nok;

CreHoKapIus;

Tesxxka cepaeuna HenoctarbyrocT (HI-1V rpyna mo NYHA);

Enunencus;

XUNepKHHE3HHA,

44 CneREajHE npeiynpexIcHHN H NPeANA3HH MEpKH OPH ynoTpeba

ITopamu cBOeTO GapMaKOIOTHYHO JAEHCTBHE MAPACHMNATHKOMHMETHLIHTE MOTAT Jia OKaXaT
BarOTOHHYHO ICHCTBHE BBPXY CHPACHYHHA PHTHEM - Gpannkapams, AV-6iok (Bk. Touka 4.8). [lo Tazu
NPHYHHA C€ H3HCKBA BHHMAaHUeE [IPH MpHiaraHe Ha FAJIAHTAMHH NPH NaLHEeHTH CB¢ CHHAPOM Ha
GonHNs CHHYCOB Bb3eJ WIH APYrH HaOKaMepHH HApYIICHHA Ha CbpREYHATA NMPOBOJAMMOCT, KAKTO K
NIPH HALKEHTH, H3MON3BAlHA ¢AHOBPEMEHHO JICKAPCTREHH BEILECTBA, 3a0aBAIlH 3HAYHTEIHO
CbpAEYHHMA PUTHM, KATO JUTOKCHH HITH GeTa-GIOKSPH WIH PH NMALMEHTH ¢ HEKOPHIHPaH
€JIEKTpOJIHTEH Ganasc (XHIIEp- WM XUITOKATHEMHSA).

I'Iopaml TORA, HCOGXO,[[HMO € BHAMaHH¢, KOraTo rajlaHTaMHH C€ NMpWiAara Ha NauHeHTH CbC
ChpAEHHOCHOOBH 3&60JI$[BEHH}I, HAaIp. B [IepHOAa HEMOCPEACTECHO CHIE NMPpEKapaH m-upap
MHOKapha, HOBOIICABIIO Ce NPEACHPIHO MBEXICHE, BTOPa KITH MO-BHCOKA CTEIIEH CHPI

HecTabWiIHa CTEHOKAPAMA WY 3acTOlHA ChPAEYHA HEAOCTATBYHOCT, 0OCOOEHO CTeNneH
NYHA.




HMMa cuobumienus 3a yanmxaeade Ha QTc npy nanpeHTH, Npuiaramy TepanesTHYHN J03H
raNiaHTaMUH, 1 3a torsade de pointes RBB BpB3Ka ¢ pego3Hpane (Bk. Touka 4.9). [Topaau Toea,
rajaHTaMHH Tpa0Ba Aa ce W2NoJi3Ba BHHMATEIHO MIPH NALMENTH ¢ yYAbbKaBaHe Ha QTc
MHTEpBaNa, MpH NALHEHTH, IEKYBaRH C lekapcTsa, nosnussamy QTc uHTepBana, wid NpH
MALHEHTH ChC ChOTBETHO HATWYHO CHPASYHO 3a00NABaHE HIIM CNEKTPOJIMTHH HAPYHICHHR,

Ilpn eaun c6opeH aHanH3 Ha IIaueG0-KOKTPOIHPAHH NPOYYBAHHA MPH NMALKMEHTH ¢ ACMEHIHA
Ha Alzheimer, nexkyBanu ¢ raaeTaMEH, ceé HabIIOABA MOBKIIEHA YECTOTA HA HAKOH
CHPASYHOCHAOBH HeKeMaHH CHOMTHA (BiK. Touka 4.8).

[Mopaau X0NHEOMHMETHYHROTO CH JeHCTBUE ralaHTAMMH MOJKe Aa TIOBHILY CTOMALIHATA CeKpelHs H
Ja IPEIH3RHKA HEXKENMAaHH JeKAPCTBEHH PEaKLMM OT CTPAHA HA CTOMAIIHO-YPERHHA TPakKT. [lo-BuCOK
PHCK CBHIIECTBYBA NPH MALMEHTH C AaHAMHE3a 3a A3BeHa Gomect, mpe3 Bh3CTAHOBHTEIHMS IEPHOJ CIEA
OTICpaLliM HA CTOMaX4a, H NIPH NALIMEHTH Ha eJHOBPEMEHHO Je4YEHHE ¢ HECTCPOHAHH
MPOTHBOBBL3NANNTENHH IEKApCTBEHH MpoAyKTH. [IpH NposexaHe HA leUeHHE C FAIAHTAMHH Te3H
naukeHTH TpaGBa na 6baaT npociieiABaRK 33 CHMITOMH Ha aKTHBHO WIH OKYJITHO CTOMAUIHO-YPEBHO
KBPBEHE.

I'ananTamueH TpabBa fa ce Ha3HAYABA C BHUMAHHUE TIPH MALMEHTH C XPOHHYHA 00CTPYKTHEHA
6enoapobHa Gonect.

He ce npenopbypa Ha3sHaUaBaHETO MY NPH NMALMEHTH CBC 3aTPYAHSHNUA B YPHHHPAHETO, ClIEH
CKOpPOLIHA Pe3eKUMA HA NPOCTaTHATA HJIS3a WK MUKOUHHS MEXYP.

XONHHOMHMETHIIHTE MOTAT Jia IOTEHLHpPAT edhexTa Ha HEPBHO-MYCKYJIHHTE GIOKEpH OT
CYKIMHHJIXOJTMHOB THN N0 BpeMe Ha aHeCTe3us.

[Ipu neuenue ¢ XonuHECTEPa3HH HHXHOHTOPH, BRIIIOUHTEHO FAIaHTAMHEH, B OTACAHM CITy4aH MOXe
na ce Habmonasa NOHNAKABAHE Ha TENECHOTO TEMNIO, B TakukBa ciyuay e HeoOXOMHUMO Na ce
KOHTPOJIHpa TerA0TO Ha MaLEHTHTE.

IlapacHMNaTHKOMHMETHIMTE MPHTEKABAT HIBECTEH TIOTEHLHAJ 32 TIPEAH3BUKBAHE Ha IEPUORE,
HogHilleBa rep90Ba aKTHBHOCT ¢ HabmoaaBa MpH naumeHTH ¢ GonecTra Ha AntxaiMep.

B PEAKH CIy4vaH NapacHMIIATHKOMHAMETHLHTE MOTAaT Ja NOBHIIAT XOMHHCPIHIYHHA TOHYC H fa
NPeAN3BHKAT BJIOMIABAHE HA CUMITTOMHTE Ha MTAPKHHCOHHIBM.

TanaaTaMuH TpaGBa fa ce npriara ¢ BHEMaHHe H B TI0-HICKH 403K NPH MALHEHTH ¢ Jicka 6p0peuna
HEOCTATRYHOCT, CHIOpPEN CTOHHOCTHTE HAa KpeaTHHHHOBHS KIHPHHC.

JlexapCTBEHHAT NPOAYKT ChABPIKA KATO NOMOLIHO BEHIECTBO NMIIEHHYHO HumecTe. To Moxe Aa
ChABPXKA CaAMO CJICAH OT ITyTEH M C€ CUHTa 3a 5e301acHo npH Xopa ¢ [LOAHAKHA.

Tosn JiekapcTBeR NPOAYKT ChIBPKa KATO MOMOLIHO BEINECTBO akTo3a. IlauueHT ¢ peaku
HaC/ICACTREHM NPOBNEMH Ha ralakTo3Ha HEMOHOCHMOCT, Lapp NakTaseH NeQHIAT HIH TOK030-
rajnaxTosHa ManaGcop6una He TpaGBa Na pueMaT TOBA JIEKapCTBO.

4.5 BsawmopelcTBHE C APYIH JIEKAPCTBEHE NPOIYKTH H APYrH GOPMH HA BlaEMojeicTBHE

DapmakoounamuriHy 83aumooeticmsun
IpH eAHOBPEMEHHO NIPHIIOXKEHHE HA TAJAHTAMHH € APYTH XOJMHHOMHMETHLIM (TakMBa KaTo

aMOEHOHHYM, JIOHETPE3IJI, HEOCTHTMHH, IHPHAOCTHIMEH WITH CHCTEMHO MPHIIATaH MAIOK3PIIHH)
MOJKe Ja ce HabmofAaBa yCWiBaHe Ha XOJIMHOMHMETHYHOTO MM JielicTEHE, opaH K 7
Jia € IIPHJ1araT ¢HOBPEMEHHO.

[anaNTaMMH aHTAFOHM3HPa /eACTBUETO Ha AHTHXOJHHEPTHYHH cpelcTBa (aTpo
cyOcTaHIaM), XeKCaMETOHMI M IPYTH FaHrIHOGIOKepH, HEECTIONAPU3HPALIH M
(TyGoxypapun).



Bnamoxkuy ca BBBHMO,IICFICTBHH HA ranaHTaMHH IPH €NHOBPEMEHHOTO MY TIPHIIOKEHHE C JCKAPCTBA,
KOMTO NPeAM3BHKBAT 3a0aBAHe Ha CLPACUHMA PHTHM, KATO HanpuMep AUrokcuH, Gera-Onokepw,
Onokepy Ha KaJUMEBHTE KaHATH H aMHOJApOH.

[IpokanHamua, YHETO NEHCTBHE Ce NBJDKM YaCTHYHO HA AHTHXOIHHEPrHYHATA MY aKTHBHOCT, He
TpabBa jJa ce ynoTpelasa eJHOBPEMEHHO C FATIAHTAMKH, TLH KaTO TOH MOXKE /12 aHTAroHH3Hpa
TepaneBTHYHHA MY eeKT.

AMHHOTTTMKO3HINTE {FeHTAMHIIAH, aMHKALIHH) MOTaT Ja HAaMAJAT “TepaneBTHYHHS edieKT Ha
ranaHTaMMH TIpK myasthenia gravis.

JleHCTBHETO Ha AENONAPU3HPADINTE HEPBHO-MYCKYIIHH G10KepH (cykcameToHuit) Moxe Aa 6bze
YCHIIEHO NPH €AAHOBPEMEHHO IPHIIOAKEHHE C TANIaHTaAMHH, 0CODEHO B CITydanTe Ha NeuiMT Ha
NCeBAOXONHHECTEpasa.

DPapmaxorxunemuvHU 83aumodelicman

IIpu eAHOBpEeMEHHO NPHUIOKEHHE C XPaHAa ce 3a0aBs CKOPOCTTa HA pe30pOLMATa HA FAJAHTAMEKH, HO
He ce MOBMHABA CTENEHTa Ha pesopOumaTa my. [IpenopbuBa ce npHeMaHe Ha IeKAPCTBEHHA POIYKT
0 BPpEMe Ha XPAaHEHE, C [Ie/T HAMATARAHE Ha BE3MOKHHTE HEXENaHH XOMHHEPTHYHH SHeKTH.

Tanantamus ce Merabomusupa oT yepHOApoGHUTE H3oeH3nMK CYP3A4 u CYP2D6. Jlekapcraens
BEIECTBA, KOMTO Ce METaGONH3MPAT OT ChIIMTE U30EH3HMH, MOTAT Aa B3aMMOAEHCTBAT ¢ ralaHTaAMHH
Ha (papMakoKHHETHYHO HHBO. HHxuOuTOpUTe Ha CYP2D6 (XHHUAHH, TAPOKCETHH, (PIYOKCETHH) WK
CYP3A4 (xeTokoHa30/1, 3HOOBYIHH, PUTOHABMP, SPUTPOMULIMH) MOTAT Ja TIOBAMANT Ha MeTabonH3Ma
Ha rajlaHTaMKH ¥ A2 (PeJH3BUKAT [IOBHIMARAHE HA IUTA3MeEHaTa MY KOHUEHTpaLHA H ChOTBETHO Ha
GroHampMHOCTTa My. B Tean cy4an chillecTBYRa NOBHIIECH PHCK OT NMOABA HA HEXKE/TAHH JIEKapCTBEHH
peaxuuy, MopaaM KoeTo ce NpenopbYea NoHwKaBaHe Ha NMOAKbPXKalaTa 4033 rafadiTaMiH,

HAMEeTHANH MOXeE Ia TOBHITH GHOHATTHYHOCTTA HA FAaHTAMMH.

lanaHTaMHH HE OKA3BaA RIMAHUE BHPXY (papMaKOKHHETHKATA Ha BapjapuH.

. 4.6 @epTRIAATET, OPEMEHHOCT H KbPMEHE

BpemenHoct
Hsama focTaThuHO KIHHHYHH JAHHH 3a 6€30MacHOCT OT MPKIaraHeTo Ha raJJaHTaMHH 1O BpeMe Ha

OpeMEHHOCT, 11opaau KoeTo ynoTpebaTa My He ¢€ PEenophYBa.

Kbpmene

Hama JauHu 3a eKCKpeTUpaHeTo Ha rafaHTaMHiH B KbpMaTta. He ca H3BbPIUBAHY KIMHHYHH
NpOY4YBaHHA BEPXY KbPMeLIN XeHH, MIOPAJH KOSTO He ce NPenopbyBa NPUACKEHHE Ha MPOAYKTA B
NepHo/ia Ha KbpPMEHE.

Depranurer

ExcrnepumeHTalHHTe HPOYUBAHHS NPH XUBOTHH HE NIOKA3BAT NMPAKO HIH HETIPAKO BPEIHO
BE3/ICHCTBHE BBPXY OpeMeHHOCTTa, eMOpHoHaHOTO/(eTanHo pasBHTHE, PaXKIAHETO HIIH
AOCTHATAHOTO Pa3BHTHE.

4.7 EdexTH BBpPXY cunocobGnocTTa 33 IogEpane B pafoTa ¢ MAWIHHH
HuBanuy Moxe Nla NPeu3BHAKa HapyILeHHe HA 3PeHHETO, CHHIHROCT, CBETOBBPTEXK, 0COOEHO B
HA4YANOTO Ha NIeYeHHETO. B Te3u ciTyyaH ce npenopbyka u3bArsaHe Ha ModHpaHe U paﬁo'ra ¢ MAIlIUHA

40 NPpCMHHAEAHE HA CHMIITOMMTE.

4.8 Hexenanm JexapcrBenn peaki(Hn




Hexenanure nekapcTBeHM peaKLMH ca KIacH(pHUMpPaHH N0 YeCTOTa H 110 CHCTeMa-opraH-Kilac.
Yecrorara no MedDRA otroBaps ha: MHoro gectu (>1/10), wectu (>1/100 g0 <1/10), HeuecTH

(>1/1 000 go <1/100), peaxu (>1/10 000 ao < I/1 000), Muoro peaku (<1/10 600}, c HeH3BecTHA
YyecTOTa (OT HATHYHHTE JaHHH Be MOXe Aa Ople HampaeeHa OlIeHKa).

Haii-uecTHTe HexKeNIaHH NIeKapCTREHH PeaKiMH ca CBhP3aHH ¢ (papMaKoJHHAMHKATA Ha aKTHBHOTO
BELIECTBO FaTaHTAMWH H OCHOBHO MOTAT C€ ITPOSABAT YpPe3 HUKOTHHOBH HIIH NO-PAAKO - MyCKapUHOBH
e(eKTH, XapaKTepHH 3a ¢apMaKoIorH4H|A Kiac.

Huapviuenua na memaboauzma y Xpanenemo

Yecmu: 3aryba Ha aneTHT, aHOPEKCHA;

Hevecmu: nexunparanpa.

Hewxwunu napyuenun

Yecmu: XanoLBHALIAN, AETIPECHA,

Hevecmu: 3puTeHHA B CITYXOBH XANIOLMHAMH.

Hapywenun na nepsnama cucmema

Yecmu: 3amaiiBaHe, COMHOJIEHTHOCT, CHHKOII, TPEMOD, IN1aBo00Ke, NeTaprid,
Hevecmui: napecTe3vu, AHCTEY3UA, XHIIEPCOMHHA.

Ha EHUH Hel OuLime

Hevecmu: 3aMBINIEHO 3peHue.

Hapywenun na yxomo u rabupunma

Hevecmu: THHHTYC,

Copleunu napyuie s

Yecmu: Opapnuxapans; »

Henecmu: cynpaBeHTPHKYIAPHH €KCTPACHCTOINM, ATPHOBEHTpHKYNapeH 670K I cTemneH, cuHycoBa
Opanukapavs, MaJMATAITHH.

Crdoeu HapyenuR

Yecmu: XHNCPTEH3MU,;

Hevyecmu: xvnoTeH3us, TOIH BBIIHH.

Cmomauno-upegHu HQPVIEHUs

Mhnozo vecmu: raaeHe, NOBPHIIAHE;

Yecmu: abnoMuHaTHH GOJKH, abAOMUHATHM GOJIKH B TOPHATA HACT, [HAPHA, IMCTICTICHS, CTOMAIEH
HHckoMdopr, upepeH guckomdbopr;

Hevecmu: nosauraxe;

C Heussecmua vecmoma: 3aCHIBAHE Ha YPEBHATA MIEPHCTANTHKA.
Xenamobwwapnu napyuenus

Pedxu: xenaTary.

Hapyviueniin na xooxcama u ROOKOHNCHAMA ML

Yecmu: Xunepxuapo3a.

Hapyuwenua na MycKy/mo-ckeremuama cucCmema 4 CheOuNUmennama mokan
Yecmu: MyCKyNHH CHa3MH;

Hevecmu: myckynHa ciabocT.,

Qbwu napyuwenua u echexmu Ha MACMOMO Ha NPURONCEHE

Yecmu. acreHus, yMopa, cnaGoct.

Hscpedsanus

Uecmu. NOHIKABAHS HA TEJIECHOTO TEIIIO;

Hevecmu: nopumeny cTofiHOCTH Ha 4ePHOAPOOHHTE CHIUMU.

Hapansaeanus, ompaesuus u YCAONCHEHIA, Sb3HUKHAAY 6 Pe3yamam Ha UHMepEeH Uy
Yecmu: NagaHHA.

49 Ilpenosmpane

CumnToMu
HpuzHauure H CHMITOMHKTE Ha NIPeA03HPaHe ¢ TAUIAHTAMUH €A CXOIHH € TE3H H;
JApyTH apacHMNaTHKoMHMeTHIH. Tean edexru obukHoBeHo 3acarar ITHC, na;
HEPBHA CHCTEMA H HEPBHO-MYCKYJIHHTE CHHancH. OcBeH MycKyiiHa cnabocT



MO3ke [1a ¢¢ MPOABAT HAKOW HJTH BCHYKH NPH3HALIA HA XOIHHEPrHYHA KpH3a: H3pa3seHo rajeHe,
NIOBpBINaHEe, cnacTHIHR DOKH B 00J1aCTTA Ha KOpeMa, THAPHA, CIIOHOOTAEAAHE, ChI3CHE, MOBHIICHO
notene, GpagyuKapAus, XMNIOTEH3MA, KONANC ¥ repuose. H3pazenarta MyckynHa ciabocy, 3aeamo ¢
XHIIEPCEKPeHHA Ha JIMraBUllaTa Ha TpaxesTa d OpoHXocna3bM, MOXKeE Jja AOBEJAT A0 OCTHP
PECIIHPATOPEH THCTPEC CHHIAPOM.

Jleuenue

Heobxonumo e fa ce KOHTPOJHMPAT peCIMPATOPHUTE W CHPAEYHO-CBAOBH hyHKUHH. JledeHHeTo €
cumnToMaTuyHO. [IpH nepopanHo npeao3HpaHe ¢ MPOAYKTa, 4KO NALMEHTET € B Ch3HAHKE, Ce IPaBH
TIaBAK.

KaTto aHTHAOT MOJKE Jla Ce H3II0M3BA aTPOMMH B 103a of 0,5 1o 1 mg BeHo3Ho U 103aTa Ja Ce NOBTOPH
B 3ABHCHMOCT OT KIIHHHYHATA CHMITTOMATHKA,

5. ®APMAKOJIOTUYHH CBOMCTBA
51 <®PapmakoAHEaAMHYHH CBOHCTBA
(dapmakoTepaneETH4HA IPpyna: AHTAZEMeHTHH. AHTHXONHHecTepasHi. ATC xox: NO6DAG4

Mexanu3eM Ha AeHCTRHE

lCananTaMMH ¢ TpeTHYEH AlKATOH/ OT I'PyIIaTa Ha NaPACHMNATHKOMHMETHLHTE ¢ HHAMPEKTHO
aeictane. Toil e ceNeKTHPEH, KOMIIETHTHBEH H 0OPAaTHM HHXHOHTOP Ha alleTWIXOMHHECTEpa3ara.
[IpeausBHKBa NOBHILIABAHE HHBATA Ha AUETHIXOIMH B LIeHTPaIHaTa HepBHA cHcTema. OCBEH Kato
ofpaTHM HHXHOHTOP Ha AlICTHTXONHHECTEPA3ATR, NSHCTRA | KATO ANOCTePHYSH NOTSHIMpPAN THrasa
BBPXY Hali-pa3npoCTPAHEHHTE B LEHTPalIHaTa HEPRHA CHCTEMA HHKOTHHOBH AlleTHIXOMHHOBH
peuentopy ot noatun alphad/beta2. IloBuinapa H YyBCTBHTEHOCTTA HA NOCTCHHAIITHYHHTE
PeLenTOpy KbM aleTHAXoMMH, ['anaNTaMuH npeMiHaBa pe3 XeMaTo-exuedannaTa 6apuepa,
yAeCHABA NMpoBeskaHeTo Ha ummysicd B LIHC u yckopapa 8p36yanuTe nponecy. [opuuiasa
AKTHBHOCTTA HA XOIMHEPrHUHATA CHCTEMa, B PE3YATAT Ha KOETO ce NoA0OpABAT KOTHHTHBHHUTE
byHKIHN,

B cpaBHEHHE ¢ HEOCTHTMHH, FANAHTAMHH OKAa3IBa 3HAYHTENHO No-c1abo AeHCTBHE BBEPXY
MYCKApPHHOBHUTE pelielTOpH.

DapmakoaHHAMUYHH edeKTH

Ynecusasa BE30yaHATA NPOBOAWMOCT B HEPBHO-MYCKY/IHHTE CHHAIICH M Bb3CTaHOBABA HEPBHO-
MYCKYJIHATa NIPOBOJHMOCT, KOTaTo € ONIOKHpaHa 0T HEICHOIAPH3HPALLH HEPBHO-MYCKY.THH GJ10KepH.
IMoBHaBa TOHyca Ha F/aZIkaTa MyCKY/IATypa H YCHIIBA CEKPELMATa Ha XPaHOCMHJIATEIHHTE U
NOTHHTE XJIE3H M TPE/IH3BHKBA MHO32.

Knvnpuna edukacHocT H GesonacHoct

CuHra ce, Ye NPHIOKEHHETO Ha NAapacHMIIATHKOMHMETHI € CBBP3aHO ¢ PHCK OT Pa3BHTHE Ha
rspyoBe (BBIPEKH, 9e He ¢a Hab/monasaHu NnpH ranantamuH). Toea Hamara CTPHKTHO HaOMOACHHE Ha
nauneHTy ¢ 6onectra Ha AmixaiiMep, NP KOMTO PHCKDT OT NOABA HA KOHBYJICHH € TIOBHILCH.

5.2 PapMaxoxkAREeTHYHH CBOHCTBA

FananraMun € alkanHo CheAHHEHHE ¢ HonmsaumonHa kouctanTa pKa 8,2, Toii e cnabo nunoduned ¢
KOEShHITHEHT HA pa3TIpeJieneHHe MeX Iy OKTaHo H OydepeH pa3TBop, paseH Ha 1,09. PaztopumoctTa
My BbB Boza e 31 mg/ml,

Abcopbuus

l'ajianramun ce pesopGrpa 65p30 M TKIHO Clie NEPOPATHO TIPHIIOXKEHHE.

NepOpaTHO N NapeHTepaTHO NPHIoKEHHe Ha no3a ot 10 mg.
BuoHanuHocTTa Ha rananTaMuH e 8§0-100% u e eqHa 1 china NPpH NEPOPaTHY TCUHH W

NeKapcTBEHH (POPMH, a ChILO NMPH NAPEHTEPANTHO H [IEPOPATHO MPHIOKEHHE. _
MaxcumanHH Ivia3MeHy KoHleHTpaum ce sabmonarat 1-2 1aca cies BEBEXNAHETO



Tlpu nepoparHo MpHIIOKEHHE HA TATAHTaAMUH, 3a€IHO ¢ XpaHa B J103a ot 10 mg, 3HAYHTEIHO Ce HaMANIABA
CKOPOCTTA, HO HE W CTENEHTA Ha Herosarta pe3opOims.

Pasnpenenenue

["anaHTaMHH ce CBBPIBA C IUIA3MEHUTE IPOTEUHH B HUCKA crenier — o 18%. Toli npemunara secuo
npe3 XxemaTo-eHLleaTHaTa GapHepa U Ce OTKPHBA B MO3BYHMTE TEKAHH B 2-3 ITBTH NO-BHCOKH
KOHLISHTPALIHH OT Te3y B mia3mata. O6eMBT Ha pasnpenenerue € okoio 175 1.

buoTpaHcopManns

Ho 75% ot npunoxeHaTa 103a ranaHTaMHH ce MeTabonH3Mpa B YepHHUA APO0 OCHOBHO OT CHCTEMATR
unroxpoMm P450 (CYP3A4 u CYP2DS6). B npoyupanus in vitro e ycranoseno, e CYP2D6 yuacTea B
ofpasysatero Ha O-necMerunranantampH, a CYP3A4 — B o6pasyBaneTo Ha N-oKCHI-ralaHTAMUH.
Tlpn HHCKa SH3MMHEA aKTHBHOCT {“NoH MeTabomi3aTopH™) ce YCTAHOBABAT MO-BHCOKH CTOMHOCTH
(1o 50%) HenpoMeHEH ranaHTaMHH, B CpaBHEeHHe ¢ Te3H NpH “AobpHTe MeTabonH3aTopH™.
OcHoBHHTE MeTA0ONMTH SNMIaAHTAMKH, FATAHTAMHHOH M HOPTaNAHTAMHH C€ OTKPHBAT B [1/1A3MaTa
¥ ypuHarta. Hama faHu# 3a TAxHATa PapMakONOrHyHa aKTHBHOCT.

EnuMHHHpaHe
BpemeTo Ha nOIyHBOT HA rANaHTaMUH € OKONO 5 yaca. EnvMMHNHpPaneTo OT HeHTpaitns

KOMIIZPTHMEHT € 0-01p30 B cpaBHEeHHE ¢ nepHdepHHA. ['alaHTaMMH ce eJIMMHHHPa OCHOBHO Hpes
roMepynHa grrrpawa (mo 74 + 23% 3a 72 4aca) B penpomeHeH A u nof Gopmata Ha MeTabonnuTH
(ranaHTaMHHOH, ENHrANaHTAMUH). YCTaHOBEHO €, ye OhOpEeUHHAT KIMPBRHC Ha TaNaHTaM#uH e OKOJIO
100 mi/min, koeto e 6K30 K0 KIHPBHCA HAa HHYJIHH, PECNIEKTHRHO KPEaTHHHH.

He ce koHrorupa B 4epHus ApoG M ¥TBYHATA My eKCKpeLna e nesHaguTesna — 0,2 + 0,1% 3a 24 vaca.

JIMHEeHHOCT/HEMMHERHOCT
PapMakoKHHETHKATA HA Ta/iaHTAMMH € JIHHeHHa B rpaHHUMTE Ha TepaneBTHUHHTE fo3H. He ce

Habmofaea KyMyJalMA CJel MHOTOKPaTHOTO MPHWIOKEHHE HA [AaHTAMUH.

Bpraka dapmakokuHeTHEa-hapMakONHHAMHKA
He e ycranosena kopenalnma Mex Iy IIa3MEHATE KOHUEHTPALMA H TEPaNCeBTHIHHA H HEXKETAHUTE
e(eKTH Ha raTAHTAMHH.

DapMakoKHHETHKA OPH ONPENE/ICHH TDYIIH NTALHEHTH
INpy maumeHTH Che CPeIHH 10 TEXKKH HapyIleHHA Ha yepHHA Apob crofiHoctare Ha AUC ce

NOBHINARAT AC 37-67%.

INpyu nanHeHTH CHC CPEHOTEKKA HapYIUeRUs Ha YepHHUA APoG KIMPBHCHT HA FanaHTaMHH ¢
MOHMMXKABA ¢ OKOJIO 25%. ,

JaHHHTE OT NPOYYBAHUATA MOKA3BAT, Ye [IPH NAUKHSHTH C OHIDKEH KNMPbHC Ha KPEaTHHMH ©
BE3IMOKHO 3a0aBAHE Ha STMMHMHMPAHETO Ha MANAHTAMHH.

TnazmennTe KOHLIEHTPALHH Ha FATAHTAMHH Ca N0-BHCOKH ¢ 0koNo 30-40% npH NanHeHTH B
HanpeJAHana Be3pact (Han 65 roauHm).

He ca ycTaHOBEHH OJIOBH H PacOBH pa3iiHYHA BBB (papMAKOKHHETHKATA HA FAlaHTAMHH.

5.3 IHpeaknAaaYHA JaHAH 32 Ge30MACHOCT

Hexnunnuaure naHHK He NoKassaT ocoleH pucK 3a Xopa Ha GazaTa Ha KOHBEHIIHOHATHUTE
(GapMakonoryuHy mpoy4BanHsa 3a 6e30MaCHOCT, TOKCHYHOCT NPH MHOrOKPaTHO NMpHiiarate,
reHOTOKCHYHOCT, KAPUHHOICHEH MOTEHLHAN, PEHPOYKTHBHA TOKCHUHOCT H TOKCHYHOCT 34

PA3BHTHETO.
ITpu Hacnensane Ha XpOHHYHA TOKCHYHOCT Ha FaJJaHTaMHH NIepOPanHo B 103 ot O
TerNo; noakoxHo - 0,125; 0,5 mg/kg Terno B npoaABDKeHHEe Ha 6 Mecewa Ha [OJIQ 7
IIbXOBE, He ¢a HabIIoNARAHH GHOMETPHUHH, HHOXHMMIUHE, XeMATONOTHIHY A N
OTK/TOHEHHA OT HOpMaHHTe NapameTpH. [Ipouecure Ha HpeMeHHOCTTA H paK.L
nopmanHo. He ca ycTaHOBEHH CTATHCTHYECKH 3HAYMMM PaziHUHA B 00LIOTO MO



C KOHTPOJIHATA Ipyna, ¢ H3KJIYCHHE Ha NTOBHILCHA ABHraTe/IHA aKTHBHOCT 3a OKQJIO 2 uaca crnen
NPUNI0AKCHHS Ha [I0-BHCOKHTE DO3H. H3nonseaHuTe 003 €A eKBHBAICHTHH HA CpeaHnTe
TEPANEeBTHYHA JHEBHY JO3H, [IPMAAraHH npy XOpa, PasaeicHN PeCICKTUBHO Ha €THOKDATEH,
JABYKPAaTCH K HETHPHKPATCH NPHEM.

HMacnenpaHudATa Ha ranadTaMHH C TECTOBE 34 MYTAreHHOCT HE MOKa3BaT JAHHH 34 MyTarc¢HeH
noTeniMan,

6. ©APMANEBTHYHH JAHHM

6.1 ChHcek Ha BOMOITHHTE BelHeCTBA
JlakTO3a MOHOXHIpAT

IMueBAMHO HHILECTE

Marnesnes creapar

Ienynoza, MUKpOKpHCTANHA

Kanuuer xunporengocdar nuxuapar
Tank

6.2 HecLBMECTHMOCTH

Henpunoxumo

6.3 Cpok aa rogmocr

.5 roguHH

6.4 CoennanEm ycI0BHA HA CHXpaHeHHE

Tozn JICKAPCTBCH NPOAYKT HE H3HCKBA CNICLIMAJIHH YCIOBMA Ha ChXpaHEHHe.

6.5 BRI B ChAbPKARHE HA ONAKOBKATA

Tabnetku 5 mg

10 Tabnetku B 6nuctep ot PVC/anymunneso donuo; no 1 Gnucrep B kapToHeHa KyTus, 3a¢1IHO C
JIHCTOBKA.

20 tabnetkn 8 Gnucrep or PVC/amymunneso domio; no 1 unu 3 GnHcTepa B KAPTOHEHA KYTHA,
33€/THO C JIHCTOBKA. -

Tabmerkn 10 mg

10 TaGnetku B 6nmcTep o PVC/anymunneso donuo; no 1 win 2 Gructepa B KAPTOHEHA KYTHS,
38€/IHO C JINCTOBKA.

6.6 CoenmanHu npenasHu MePKH NPH H3XBLPJiaae H paboTa
Hama .cnelma;mn H3HCKBAHHA,

Heu3non3BaHHAT IEKapcTBEH NMPOAYKT HIIH OTNAABLYHATE MATEPHANH OT Hero TpAbsa a cé H3XBhpIAT
B CHOTBETCTBAC C MECTHHTE H3MCKBAHMA.

7. IIPHTEXKATEJI HA PA3SPEINIEHHETO 3A YIIOTPEBA

COPAPMA ANl
yn. Hnuencko moce 16, 1220 Cogud, brarapus




8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Tabnetkn 5 mg — Per. Ne 20020950
Tabnerku 10 mg — Per. Ne 20020951

9. JATA HA ITBPBO PA3PEIMMIABAHENTOTHOBABAHE HA PASPEIIEHHETO 3A
¥IIOTPEBA

Jarta Ha mepBo paspemarane: 26.11.2002
Hata na nonHoesBane: 12,02.2009

10. JAATA HA AKTYAJIM3HPAHE HA TEKCTA

®eppyapu 2021




