KPATKA XAPAKTEPHCTHKA HA IIPOXYKTA

1. HME HAJEKAPCTBEHHA IPOAYKT

Yasnal 5 mg/ ficaan S mg ¢puamapann TabjaeTkA

Yasnal 10 mg/ Sicnan 10 mg dramapann 1a0/1eTKH

2. KAUYECTBEH H KOJTHYECTBEH ChCTAB

Yasnal 5 mg: Beaka punmupana tabnerka ChAbpKa S mg JOHENC3HIOB XHAPOXJIOPHA

(donepezil hydrochloride), xoiiTo croTBeTCTBa Ha 4,56 mg KOHENE3WN (donepezil).

Yasnal 10 mg: Beaka dunmupana tabnerka c¢pabpxka 10 mg JMOHENe3HNOB XHAPO
xnopun (donepezil hydrochloride), Koiito cpoTBeTCTBA Ha 9,12 Mg JOHene3un

(donepezil).

IloMoIHM BemieCTBA:
S mg 10 mg
JlakTo3a 79,18 158,35
(mg)

CHIHCBK Ha NOMOIHHMTE BELIECTBa, BHXK pasaen 6.1.

3. JEKAPCTBEHA ®OPMA

OunMupany TabNeTKH.

Tabnetxure oT 5 M ca: 6enu Do moutH OenM, KPBIiM, NBOMHOH3NBKHAIN, (PHIMHPAHH

TaOJIeTKH.

Ta6netkure ot 10 M ca: xopnTo-KadgBH, KpBINH, ABOHHOM3MBKHAIM, (PHIMHpaHH

TabIeTKH.




4, KIHHHYTHHA JAHHHA
4.1 TepaneBTEYHHA NOKAZAHHA
Yasnal ¢ mokasaH 32 CHMITOMAQTHYHO JICUSHME Ha JEKa A0 yMepeHa ¢opMma Ha

AeMeHIMA pH 0oecTTa Ha ANxaiiMep.

4.2 lo3upoBKa M HAYHH HA OPHAOKEHAE

Bun3pactay/] [aieHTH B HanpeaHana Bb3pacT

Havanuata mo3a € 5§ mg (mpunarana xaro eJHOKPATSH NpUEM) AOHENE3UH KHEBHO.
Honenesun tpsbBa na ce mpHeMa mepopaiHo, Beuep, npeau jarane. Josara oT 5 mg
JIHEBHO C€ MpHIIAra [IOHE 3a €ANH MECell 3a J1a C€ JIOCTHrHaT paBHOBECHH KOHUCHTpalHH
Ha JOHENE3W) B KPBBHATA JIa3Ma H J1a C€ HAIPaBM OLICHKA Ha €(EeKTa OT JCYCHHETO.
Crneq KaTo ce HanpaBY KIMHWYHA OLCHKA 33 ¢(PeKTUBHOCTTA OT €JHOMECCUHOTO JICYCHHE
C J mg AHEBHO, AHCBHATA 703a MOXe Ja ce moBuMmM A0 10 mg AOHENe3Wn JHEBHO

(MpunaraHa KaTo ¢AHOKPaTHA J1034).

MaxkcuMannaTa npenopbsYBaHa AHEBHA Ao3a e 10 mg.

Jlewenuero TpaADBa fAa 3amo4YHE H Ja ce KOHTpOJHpa OT JeKap, CICUHAJUCT B
AHATHOCTHLIMPAHETO H JICYEHHMETO Ha JAeMeHUMA IpH OonecTra Ha AunuxauMmep.
JduarHoctaimpanero TpAbBa Ha ¢e HanpaBH CHIIACHO OOLIONPHETHTE TPHHLUON (HAmp.
Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM 1V), MKb 10).
JleyeHneTo ¢ ronenesua TpabBa Aa 3amo4He CaMO IPH HAJHYHETO HA YOBEK, KOHTO ce
TPk 3a OOJTHUA M KOHTO PEeNOBHO IM¢ KOHTPOJHpPa 33 NMPHEMAHETO HA JICKAPCTBEHHA
NpOAYKT OT nanMenTta. llogabpkamioTe JAeUEeHHE MOXe Ja OPpOoABIDKH J0KATO
ChIHECTBYBA Tepall€eBTHYHA I10JI3a 3a MAUMEHTA. 3aTOBAa TEpalieBTUYHATA I0J3a OT
OOHemne3 1 TpadBa peoBHO Ja 0bjae onegHABaHa. 1psadBa Ja ce MOMHCIH 3a NPEKbCBAHE

Ha JICYECHHETO KOTraTo HAMA IMOBEYC JaHHM 32 TepaleBTHYCH epekT. HMHIMBHAyaMHHAT
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OTrOBOP KBM JAOHENE3HI HE MOXE Aa ObAe NpeABHIEH.




Cnen npexparssaHe Ha JiedeHHMETO ce HadJojaBa IOCTENeHHO oOTcaadBake Ha

[OJIOKUTENHHS ¢(PEKT OT JOHEIS3HII.

HanuenTH ¢ 0LOpeuna B YepROAPOOHA HEAOCTATHLIHOCT

Tlogo6Ha cxema Ha JO3HpaHe MOXe Aa ce TpHiara H TIpU marueHTH ¢ OBOpeuHa

HEJOCTATHHYHOCT, TBH KaTo KIHPBRHCA HA NOHCTIC3IMII HE CC MNIOBIHABA OT TOBa ChCTOARHKC.

Ilopaau BE3MOXKHOCT OT HApacTBaHE HA KOHLCHTPALMHATE HA JICKAPCTBECHHA ONPOAYKT B
cllyyauTe Ha JieKa 0 CPeJHO TexKKa YepHOApPoOHA HEeZOCTATBYHOCT (BWXK pasaen 5.2),
MOBHINABAHCTO Ha fMo3aTa TpdbBa ja CTaBa B 3aBHCHMOCT OT HMHIWBHAyallHaTa
NMOHOCHMOCT. HsiMa JaHHM 3a TNPHIOXKEHHE IPH IMALMEHTH ¢ TeXKa YepHOApoOHa

HCHOCTATBYHOCT.

Hena

He ce npenopruBa npuioxkeHHeTo Ha Yasnal npu aena.

4.3 IIporuBomoxazanud

CEPBEXYYBCTBUTEIIHOCT KBM AKTHBHOTO BEUIECTBO, MHICPUAMHOBH IPOW3BOAHH HIH

KbM HAKOC OT [IOMOIIIHHTS BEHICCTBA HA JICKAPCTBCHUA ITPOAYKT.

44 ChnenmannH npeayupeXicHHS H NpeADa3HE MEPKH IPH ynoTpeda

He e mpoy4yBaHO NPpHIOKECHUETO HA JOHESNE3WI TP NALMEHTH C TEXKA ASMCHIHA NPH
OoJniecTTa Ha ANLXauMmep, JPyrH THIIOBE AEMEHI{HS MM APYTH THIIOBE pa3CTPOHCTBA HA

naMeTTa (Hamnp. Bb3pacTOBO HapyllaBaHe HA KOTHHTHBHHUTE PYHKLHH).

Anecresud: Yasnal, KaTo XonMHECTEpa3eH HHXHOMTOD, MOXKE 14 3aCHIU MYCKYyNIHATa

plakCalnria Hd CYKIIMHHIXCJIIHMHOBHTC MUODCIIAKCAHTH 110 BpCMC Ha ofIna aHecTe3HA.

CohpreunHo-ChIoBM 3a60ndBanud: KaTto BCHUKH XONHHECTepa3HH HHXHOHTOPH, Yasnal

MOXE Ja HMMa BaroTOHHYEH e(EKT BBPXY ChbpJedHaTa 4YecTOTA.fl TaKasa
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NAalUEHTH CBC ,,CHHAPOM HA CMHYCOBMS BB3CI , TEKK2 apHTMHA, CYIIPaBEHTPHKYJIAPHU
HapyIOeHHA B MNPOBOJHATA CHCTEMa HAa  CHPLUETO  (CHHOATpPHAleH  MJIH

aTPUOBCHTPHKYNapeH OJI0K).

[Ipy BB3HHKBaHE HA NPUNATBUH/CHHKOIN € HEOOXOAMMO Aa C€ OTYHUTA BB3MOKHOCTTA

OT BB3HMKBAHE Ha ChpAcucH ONOK M AbJITH CHHYCOBH I1ay3H IIPH TaKABa NALACHTH.

CromaumiHo-ypepay Hapyuienus: [lanyenTiTe, ¢ NOBMIIEH PUCK OT Pa3sBHTHE Ha A3BH

(Hanp. TakyBa ¢ aHaMHE3a 3a A3BeHa 00JecT WM NpH TaKHWBa, KOWTQ IIpHEMAT
HECTEPOMAHNA IMPOTUBOBB3MANUTEIHH JIEKAPCTBEHH MNPOAYKTH) TpsabBa Za ce¢
MOHHMTOpHpPAT BHHUMATEIHO, AOPU H, KOTaTO KJIHMHHYHHATE NPOYYBAHWA C JOHCIE3WT HE
NOKA3RaT TIOBMILICHA HECTOTA HA NENTUYHATA A3Ba MJIM KBPBECHE OT CTOMANTHO-YPEBHHSA

TPAKT.

YporuserajHa cHcreMa: Yasnal B KauecTBOTO CH Ha NapacHMIaTOMHMETHK MOXe Ja

[IPAYHHA MAKIIMOHHH CMYIIEHHUS.

Hesposornugy 3abonsparud: Yasnal, Kakto ¥ ApyruTe napacHMIIaTOMHMETHIIH MOXE

1a  TPHYHHH reHepaJIM3MpAHH  KOHBYJCHH, BBIPEKH, Y€ TOBHIICHOTO
NpeApasnoNokeHye KbM NPHNATBIM MOXE camo 1o cebe cH Ja e cAMIITOM Ha HoJiecTTa

Ha Annxaimep.

XOJMHOMHMETHLIMTE MOTAT Ja HMMAT NOTeHUHa] jAa 00OCTpAT HAH Ad HHAYLHpAT

EKCTPaNnMpPaMHIHH CUMITTOMH.

JabospiBane Ha pecnupaTopHaTa cHeTeMa: CnenipantHo BHUMaHHe TpAOBa Ja ce OTACH

MPH NPEAIHCBAHETO HA TO3H JICKApCTBEH NMPOAYKT [pH NMALKMEHTH C aHaMHE3a 3a acTMa

Wiy oB6cTpykTHRHA Oenonpobaa Gonect.

Yasnal He TpaOBa Ja ce€ mnpelNHCBA E€QHOBPEMEHHO ¢ ApYTH WMHXUOUTOpH Ha

UETIIX0/IMHECTEPA3aTa H ArOHUCTH/ aHTarOHMCTH Ha XOIMHSPTHYHATA CHCTEMA.
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Texka uepHoApoOHa HEAOCTATHYHOCT: HaMa JaHHU 3a NPHWIOKEHHETO MPH NMAllMCHTH

¢ TEHKKA yepHOAPOOHA HEIOCTATHEYHOCT.
Baxcna unpopmanyus omrocno Haxou om nomougHume eewyecmea 6 Yasnal:

Yasnal ceaspia naxrosza modoxuapat. [Taupenture ¢ peaxy HaceACTBEHY npodiemu
HA TJIOKO3HA HENOHOCHMOCT HWIH TJIIOKO3HO-TANaKTO3HA ManabdcopOuua He TpadBa na

TIIPHEMAT TO3H JIEKAPCTBEH MPOAYKT.

45 BilaumogelicTBHE ¢ JPYIH JCKAPCTBEHE OPOAYKTH H APYrA QOpMH Ha
B3auMOogecTRHES

Hama fmocTaTpiyeH OMUT ¢ JOHENE3UN ¥ 3aTOB2 HE C¢a M3BECTHH BCHYKH BBEIMOXKHHU

B3aUMOOCHCTBHS.

Benaky  siekapd, KOMTO MNpPeaNnHMCBarT JOoHenesds, Tpa0dBa Ja HUMAar MNpeIBUA

BBE3MOKHOCTTZ OT B3aUMOAENCTBHE ¢ APYIH NEKAPCTBEHH IPOAYKTH.

Huato nmoHenesunoB XWAPOXJOPHA, HHTO HEroBHTEC METAOONUTH, NOBIUABAT Ha
merabosm3Ma Ha teominH, saphapHl, MUMETHIMH HIM AUroKCHH. MeTabonH3MET Ha
HOHETE3WI HE C€ TOBIHABA OT €JHOBPEMEHHOTO TIPHIOXKEHHE C IHAMETHAHH HIHA

IMTOKCMH.

In vitro IpOyYBaHMATA NMOKa3BaT, 4€ IUTOXpoM P450 depHogpoOHuTE H30CH3UMH, H
Hal-Be4Ye W30€H3HUM 3A4 H B NO-Majika CTENCH U H30MH3HM 2D6, ydacTBaT aKTHBHO B
meTabommsMa Ha goHenesun. Ilopaau ToBa wmHXuUOGMTOpUTE Ha H30€H3MM 3A4
(UTpaKoHazoJl, epHTpoMHULHH) H 2D6 (payokcernH) HiH Ha ABaTa eH3uMa (KeTOKOHA301L,
XUHMKRH) UHXHOHpaT MertabonnaMa Ha goHeneswn. [lpu Muagw  nobpoBoiu
KETOKOHa30Jl, WHXHOWMpallkm  Apara  yepHoapoOHH  HM30€H3MMa,  [IOBHIIABA
KOHICHTPaUMATA Ha AOHENE3MN B KpbBTa ¢ OKOJNO 30 %. CreAMHCHKATA, KOWTO

HHAYLYpAT ABaTA W30MH3MMA (pudamnmimy, (QenuTouH, KapOaMasenmuH M alKoXoln)

MOTaT [3 NOHWKAT KOHUCHTPAUHATAa HA JOHENE3WI B KpHBTAa. I'bi KAaTO. CTEIICHTA Ha
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UHIAYKLIMA/MHXUOUpaHe BCe OIe HE € TOYHO ompejeiieHa, H3BECTHH Ipellla3sHH MEPKH
TpsaOBa Ja  ce IpeanpHeMaT B cCly4auTe Ha €AHOBpeMeHHa ynotpeda CBe

I'OpeCIIOMCHATHTE JICKApPCTBCHH INPOJAYKTH.

JIOHENME3HNIOB XHAPOXMOpUA HMa [OTEHUMAd Ja B3aMMOJEHCTBA C JICKApCTBEHH
IPOAYKTH KOWTO HMMAT AHTHXOJIHHEprHyHa akTHBHOCT. (CBIIECTBYBa IOTEHIHaN 3a
CHHCpPrHYHa AaKTHBHOCT IIpH €AHOBPEMEHHO TIPIJIOXKEHHE C JIEKapCTBa KaTo
CYKLMHHIIXOJIHH, APYTrd HEPBHOMYCKY/IHH OJIOKEPH MJIA XOJHMHEPrHYHHA ArOHHCTH HIIH

OeTa-6noKepH, KOUTO UMaT eeKT BEPXY ChpASYHATA NPOBOAUMOCT.

4.6 DBpeMeHHOCT H KLEPpMeHe

bpemennocm

HaMa gocraThuHO pAaHHM 32 ynoTrpebara Ha JOHENE3WaA IpH OpEMEHHH KEHM.
IlpoyuBaHuAaTa BBEpXy penpoAYKTHBHA TOKCHYHOCT INPH JXMBOTHM HE ca IOKa3alH
TEpaTOreHeH e(EeKT, HO MOKA3BaT MepH- W MOCTHATAJIHA TOKCHYHOCT (BIK pasaen 5.3).

HorenuuanHugaT PHCK 3a X0paTa HC MOXKC Ja CC U3KITHYH.

Jouenesun ve TpabBa Ja ce M3NON3Ba O BpeMe Ha OpeMEHHOCT, OCBEH, aKO He e

abCoMOTHO HE00X01UMO.
Kvpmene

HOHEHBSHH CC CKCKPETHPAa B MIIMKOTO Ha NIIBXOBE, He e u3BecTHO JaJIH ,HOHEHESHHOB
XHAPOXJNOPHA CC CKCKPCTHPA B KbpMaTa InpH Xopa U HE Ca IIPOBCKIaHK ITIPOYYBAHHKA TIpH

KbpMadky. CIeI0BaTEIHO KEHUTE, KOHTO MMPUEMAT AOHENES3MN He TpAOBa 1a KbpMAT.

4.7 BnagAaxe BLPXY cnocofHOCTTA 32 ModapaHe ¥ paboTa ¢ MaIIHAH
3a060/1BaHETO ¢aMo 10 cebe cH MOXKE JAa HapyHIM crocoOHOCTTA 32 modHpaHe HIH Ja

H3JI0JKH Ha pHUCK IIpH paboTa ¢ mamued, OCBeH TOBa, NEKapCTBCHHUAT NPOAYKT MOXe Ja

NpeH3BHKA YMOpa, 3aMaHBaHe H MYCKY/IHH KpaMIIii, Haii-Beye B HAYaJIOTO Ha-fAes
7 L
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JanH DalueHTrTe, CTpajaild oT 0osecTTa Ha ANxaiMep U NpHEMAT AOHENE3MII, MOraT

Aa IpoABDKAT Aa ModrpaT UK Aa padoTAT ¢ MALIWHH.

4.8 Hexenann JexapCTBEHH PeaAKIIHA
Haji-yecTHTE HeXeNaHW peakiHH HA OOHeNne3Ws, HaOMoqapsHH IIpH KIHHHYHH
ApoyuBaHud (IpH MoBede OT 5 % OT mauHeHTHTE H ¢ YABOCHA 4ECTOTA B CPaBHCHHE C
rnane6o rpynara), BKIOYBAT: AMapHs, MYCKYJIHH KpaMIld, yMOpa, raJicHe, IMOBpbillaHe H

De3CHHHE.

HexenaHuTe JIEKapCTBEHU peaklifii, choGIMaBaHy MO-CKOPO KaTo M30JMPaHH CHYYaH,
ca IaJieHy [10-A0Jy, KaTo ca NOAPEAEHH 10 OpraHHM CHCTEMH M yecToTa. 1o YecroTa Te
ce onpeAensaT Kato vectu (> 1/100 po < 1/10), newectr (> 1/1 000 go < 1/100) u peaxu

(> 1/10 000 no < 1/1 000).

Hndekupu u_HHpecTaIUH

Yecmu: 0OHKHOBEHA HACTHHKA.

Hapvinenna Ha meradonmniMa 1 XpaHeHeTo:

Hecmu: anopekcus.

IlcuxXWuHH HApYIISHHS

Hecmu: XamoupHanuK, 8p30yaa, arpecMBRHO NOBeIeHKE (XAMOIHMHALIMKUTE, BB30yaaTa
1 arpecHBHOTO MOBeJSHHE M3UE3BaT ¢ HAMa/MBaHE HA J03aTa WM [PH NMPEKbCBAHE Ha

JICUCHHETO).

HapyimmeHus Ha HepBHATa cCHCTEMa

Yecmu: CHHKOI, CBETOBBPTEK, OC3CHHHE
Heuecmu: npunanbiin

Peoxu:. excTpanupaMuiHl CUMITOMH




IIpu nperniesl Ha MaMeHTH CHC CHHKOT HJIH OPHIAAbIH TpadBa Ja ce HMa IpeABHI

BB3MOXKHOCTTa OT CBPACYEH apecT MK JABITH CHHYCOBH NaY3H.

CbpIeYHH HAPYIICHHUS

Hevecmu: Opanukapapa

Peoxu: cunoatpnanet ONoOK, aTpHOBEHTPHKYAapeH BIIOK.

CTOMANIHO-YPEBHHA HAPYIICHUA

Hecmu: guapus, taJicHe, NOBPBINAHE, A0 JOMUHATIHY CMYIISHNA.

Heyecmu: raCTpOHHTECTHHANCH KPBBOH3IMB, CTOMAIIHA U AYOJSHaIHA A3Ba.

XenoTo-0ManapHy HapyIIEHHS

Peoxu: yepHOAPOOHH YBPEKIAHHA BKIIOYHTEIHO XeHaTUT (B ClIyual Ha HEOOACHUMO

4epHOAPOOHO yBpexkAaHe TpAOBa Aa ce OOMHUCIH IpeKhCBAaHE Ha NpHeMa Ha Y asnal).

HRQEHIEHHH Hd KOXa H IIQJKOXHATA ThKAH

Yecmu: oOpHUB, IpYPHUTYC.

HapyiieHnys Ha MYCKYJTHO-CKEJICTHATA CHCTEMA M CheIMHUTEIHATA ThKAaH

YecTH: MYCKYJIHH KPaMITH.

Hapymenus Ha 6650peny @ MHKOYHHWTE ITHETHINA

Hecmu. AHKOHTUHCHIIMA HA YPHHATA.

OOy HapvineHus H eQeKTH Ha MACTOTO Ha OpUIACKeHUE

Yecmu: rnapobonne, ymopa, 6oka.

Hacneapanmns




Heueemu: cnalo NOBHUiNapaHe Ha CEPYMHWTE KOHICHTPalMH Ha MyCKyJiHaTa Ppaxis

Ha KpeaTHHHH KHHA3aTa.

HﬂpﬂHﬂBﬂHM. OTPABAHHA H YCJIOKHEHHNA, BR3HHKHAMH B PE3YATAT HA HHTCPBEHIHH

Yecmu: 310N0JIYKU.

4.9 Ipenosmupane
AKO malMeHTa IO Ipeilika HIH NpeaHaMEpeHO IPHEME CBPBXA03a JOHEIIC3HN TOBa
MOXE Ja JOBele A0 XOJIMHEprH4yHa KpM3a. T4 ce mposBABa ¢ TraJeHe, noni,maHe,
NOBHIIEHA CalMBALUA, U3NOTABaHE, OpaMKapAusa, XUIIOTOHHA, IOTUCKAHE Ha AHIIAHETO,
KOJIAIC ¥ KOHBYJICHH. BB3MOXKHO € Ja B3HHKHE H3pa3zeHa MYCKYJIHa ¢1abocT, KodaTo Ja

JOBEJE TOPH JO CMBPT IPH 3acAraHe Ha AUXaTelHATa MYCKynaTypa.

B cinyyait Ha npenosupane ¢ Yasnal, TpabBa ga ce nmpearnpHeMar o0IM noAIspiKallH
MEpPKU KaTO C€ MOHUTOPHPAT XH3HCHWTE PYHKUMH Ha nanyeHTa. Kato aHTuaoT Morar Ja
Ce W3MON3RAT TCPIUEpHM AHTUXOAWHEPTMHHM XaTto Hanp. arponwmn. Ilpemopnusa ce
MHTPABEHO3HO TIpHIOXKEHHE Ha AaTponMH cyiadar, THTpUpAaH A0 JOCTUraHe Ha
HeoOxoauMHa edeKT: mBEpBOHAYalHaTa A032 € OT 1 mg A0 2 mg HHTPABEHO3HO ¢
[OCHeARAMIO MOABPKAWO NO3WpaHE CHOOpaszHO KNMHWYHUSA oTroBop. He e u3sectHO
NUIH JOHEMC3H WIH HEroBHTe MeTalONMTH Morar Aa ¢¢ OTCTpaHAT ¢ JHali3a

(xeMoawanu3a, IEpUTOHEAIHA AHANW32 WA XeMO(DUITpaLns ).

S, CAPMAKOJOI'TYHHA TAHHH

S.1 ®dDapmakoguHAMHYMHH CBOHCTBA

(DapMmakoTepaneBTHYHa IpPyna: IJCKapCTBEHH TMNPOAYKTH  CpeIlly  ACMEHIHA,

aHTUXOJIHMHECTEPA3HU

ATC xona: NO6DAO2




ChBpeMEHHUTE TEOpPHH 33 NATOrEHEe3aTa HAa HAKOM CHMNOTOMH HR2 JEMEHIHA IIpH
OonecTtra Ha ANUXaiMep ¢€ OTHACcAT OO JMncara Ha XOJUHCPTHYHH HMITYJICH.
JOHETIC3UNOB XHAPOXNOpHA € cnenudpmueH W O0parMM HHXHOHTOP Ha €H3MMa
auetunxonuHectepasa (AChE), npeoOnazaraniara XxOMMHECTEPA3a B MO3BKA, OTTOBOPHA
3a TOHIKESHHE Ha auerwixonuHa. Ilo TO3M HayHH, JOHENE3W] [OBHUIIABA
KOHLIEHTPALUMATd HA AaLUETHIXONHMH B CHHAINCHTE, KOETO BOJM 10 MOBHIICHA
XOJIMHEPrUiHa AaKTHBHOCT. [nm vilro TECTOBETE Ca IMOKasad, Ye JOHENe3HIOB
xunpoxaopun € 1000 meTH Mo MOIIEH aleTHIIXOMHHECTEPA3EH HHXHOUTOP OTKOJAKOTO Ha
OYTHPHIXOJIIMHECTEPA3aTa, €H3HM, KOWTO € pasnpocTpaHeH INpeJH BCHYKO H3BBH
[lenTpanHaTta HepBHa cHucTema. [IpM nanueHTH ¢ JAeMeHUMA npu Oonectra Ha
AnIxafMep, KOMTO ca OMJIM BKIIIOMEHH B KIAHHYHH MPOYYBAHHUA, [PHUIIOKEHHETO Ha
moHeneswn Smg wid 10 mg eaAHOKpaTHO AHEBHO (NpH CIYYaHTe HAa pPaBHOBECHH
KOHRLCHTpalK) BOAM 10 MHXuOMpaHe Ha aleTHIXOJHHeCTepa3HaTa AKTHBHOCT B
epUTPOLUTHHTE MeMOpanu ¢ 63.6 % ¥ pecnexTusHO ¢ 77.3 %, (CTOMHOCTH 32 D mg H
CHOTBETHO 3a 10 mg). YcraHoBeHo €, ye MHXMOHUPAHETO HAa ALETUIXOMUHECTEpa3aTa
(AChE) B uepBeHUTE KPBHBHH KJASTKH MPH MPHIOCKEHHETO HA TOHETIE3UIIOB XHAPOXIOPH
KopeqHpa ¢ npoMenure B ADAS (ADAS-cog: ckala 3a OLCHKa Ha AEMEHUMA IPH
bonectra Ha AnuxaimMep. UyBcTBUTE/NHA CKajla 3a OLICHKA Ha KOPHUTHBHHUTE (PYHKLHAM).
He e npoyueH noreHUHasa Ha ACHENE3HIIOB XHAPOXJIOPH Aa NMPOMEHI NpOTHYaHETO Ha
noAJIeXKalla HeBPONATONOrkA. 3aTOBA HEe MOXe A2 ce CYMTA, Y€ AOHEMEe3U MOXe Ja UMa

HAKAKBB e(eKT BEPXY Iporpeca Ha 3a0019BaHeToO.

EdextiBHOoCTTa OT NedYeHHETO ¢ JIOHemeswa € HaOmoaaBaHa B YeTHPH Mioledo-
KOHTPOJHPAHH MNPOYyYBaHWA, 2 TPOYYBAHHA C NPOOBIDKHTENHOCT 6 Mecena W 2

TIPOYYBaHU C NPOABIKHTEIHOCT 1 roAnHa.

Ilpu 6-MeceYHMTE MNPOYUBAHUA € HallpaBeH aHaIHu3 B'bpx.y anJIO}KEHHeTo Ha




KOTHHTHBHO InpeAcrapaHe), KIHHHYHO UHTEpBIO, 0a3sHpaHO Ha BIEYATIEHMATA 32
MPOMsHA ¢ YY4CTHETO Ha IpiKemua ce 3a Oomuud (MApka 3a obmure QYHKUHH) H
IToxckana 3a exeqHeBHUTE akTMBHOCTHA Ha CKanara 3a KIacHpHIUpaHe Ha KIIMHWYHATA
neMeHIHA (MApKa 3a BE3MOXKHOCTHTE B OOIIECTBOTO, JIoMa, X00UTaTa H CPHAKa 32 cede

CH).

IlaneHTH, KOUTO U3MBJIHABAT MOCOYEHHUTE [I0-A0JIY KPUTCPHH, C€ OMPEACHAT KaTo

IOB/IMABAMIM C€ OT JICUCHHETO.
[lopmusapane = Ilogobpasane Ha ADAS-Cog ¢ none 4 Touxku

Jlunca Ha Biomapane B KinuHUYHO WHTepBlo, 0a3zMpaHO Ha BIEYATICHHMATA 3a

NPOMAHA C YYaCTHETO Ha MPHKEIIAA ¢e 3a 60IHIA YOBEK.

Jlunca Ha Bnomamane no [Toackanara 3a exeaHeBHHTEe akTWBHOCTH Ha (CKanara 3a

Knacupunppase Ha KIMHUYHA JeMeHIHA.

% IosnusaBane
bpon MalueHTH, | [lanueHTH, KOHTO
Y49acTBIA B MPOyYBAHETO | IIOAJIEXKAT Ha OLCHKA |
n=365 n=365
[Lmanebo rpyna 10% 10%
['pyna wa ponenmesun 5-1 18%% 18%10%*
mg
I'pyna Ha nomenesmn 10-| 21%* 22%**
mg
* p<0,05
** p<0,01
JloHenme3un Mpe3au3BHKBA [N030-3aBUCHMO CTATHCTHYECKH SHHHI{%ﬂfﬂf H‘M
IPOLEHTA Ha MAMEHTUTE, KOHTO Ce ONPEASIIAT KaTo HOBMBamH{aﬁﬁ;ﬁq JET
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5.2 Dapmaxoxunemuynu ceoiicmsa
Abcopbyusn

Cnep, mepopalHo TPHICKEHWE, NOHENe3mwn noka3sa fobpo HUBO Ha aOcopOImsa H
MaKCHMATHUTS TAA3MEHH KOHICHTPALMH ¢ TIOCTHIAT NpUOIM3UTENHO Cien 3 1o 4 Jaca.

QapMakOKMHACTAKATA € JIMHCApHA NPH €HOKPAaTHH JHEBHM JI034 B TPAaHALIMTE OT 1 10

10 mg. Xpanara He Biuse BBpXY abcopOmmaATa Ha NOHENE3HWNOB XHAPOXIOPHI.
PaBHOBECHH KOHILICHTpPALlHMH B II1a3Mara ¢€ JOCTUraT A0 TPH CSAMHIM CJIeA HaYalloTO Ha

JICYeHHETO.
Pasnpeoenenue

95 % OT ACHENE3WA XUAPOXJIOPH] C€ CBHP3BA ¢ IUIA3MEHHMTE TIPOTEUHH. PABHOBECHHTE
KOHIIEHTpAliY Ha HWBOTO HA pasnpelencHWe TpH Xopara fgoctHrar 12 Vkg tenecHo
Terno. CBBP3BAHETO C IUIA3MEHHMTE IMPOTEHHH Ha AakrHBHMA Merabomur 6-0O-
IE3METUIZIOHENE3H HE € YCTaHOBEHO. PasnipeieieHHETO Ha AOHENEC3HI XHAPOXJIOPHI B

pa3sNUYHHTE TEICCHH ThKaHH HEe € OKOHYATElIHO MPOYYEHO.

Beopeku ToBa, B Mass balance study, nposeacHf npu 3zapaBu AobpoBolliH, ca
YCTAaHOBH/IH, ye 240 yaca ciel NpUIOKESHHETO Ha €MHOKpaTHa jo3a or 5 mg 14C-
MapKHpaH JIOHENE3M1 XHApoxjopun, npubmisurenHo 28% oT Mapkepa He € Ouu
BB3CTaHOBCH. ToBa mpeanoiara, 4€ JOHEHE3WIOB XWAPOXJIOpPUI H/HUIHM HETrOBHTE

MeTabDOJIMTA MOTAT Zia € 3aIbPAaT B TAJOTO 33 noseue or 10 aHM.

buompancopmayun
JoHene3sunoB XuApOXJIoOpHI ce eMHMMHAHHpPa HeMeTabonusHpaH Ype3 ypuHata. OcpeH
TOBa Ce Merabonusupa B 4epHHA Apo0 mocpeactBoM H3oeH3nMuTe 2D6 #H 3A4 Ha

puToxpoM P450 ensuMBara cucTeMa 10 HAKOJIKO Merabomura, ExpH oT Te31 MeTabomuTH

e 6-O-pemerungonenesun (11 %), koHTO Nokaspa CHIMMA e@emﬁaﬁfd;?ﬁ CIIC3HII,
AR R A8 25 J,Z_‘:
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Enumunupane

OGIHA KAMpBHC Ha JoHeneswioB xmapoxiopua e 0,13 lkgh wmm 10 Vh.
[Ipubausurenno 57 % or poHenmesun ce oTdena uype3 OpOpenwTe (OCHOBHO B
HelmpoMeHeHa dopma) H fo 15 % upes usnpaxkHeHuWATa. Bpemero Ha noayxusor € 70

Haca.

IToneT, pacara H TIOTIOHONYIIEHETO HAMAT KIHHHYHO 3HAYMM eQeKT BEHpXY
IUTa3sMeHUTE KOHIIEHTPAIMH Ha JOHENES3HIOB Xuapoxaopua. PapMakOoKHHETHKATa HE €
[npoyuBaHa GOpMaIHO NpHU 3ApaBH JOOPOBOJILK B HAIIPSAHANA BB3PacT, IPH HalMEHTH C
aeMeHUMA NpH OoliecTTa Ha ANUxaliMep WM IpH NMALUUEHTH CBC ChOBa AeMeHIwA. B
CBHIOTO BpeMe 00aue CpelHMTE IUIa3MEHH KOHLCHTIPAUHUH TIPH NALMEHTH ¢a CXOMHH C

TE3H Ha 3[paBi MIAaAU JOOPOBOJILA.

IlanuenTHTe € JIeKa 10 CpeaHO TEXKa dYepHOAPOOHA HEANOCTATRYHOCT IIOKA3BaT
[MOBUIIEHHE HA PABHOBECHHUTE KOHLCHTPAIMH Ha JOHENE3WJ: CPeIHO [OBHIICHHE Ha

AUC ¢ 48 % u cpento nopumenue Cp.x ¢ 39 %.

5.3 IlpeaxnTHHMYHH JaHHH 32 0€30IRCHOCT

PasmupeHu mpoy4paHusA INpH EKCIIEPHMEHTAJIHH KHBOTHH ¢a IIOKA3alH, 4Ye TOBA
ChEAUHCHHE MpeAM3BUKBAa MalKko ¢(ekTh W3BbH (apMakoJorH4YHHUTE, KOHTO
CBOTBETCTBAT Ha HEIOBOTO JACHCTBUE KaTO XOMMHEPTrUYeH cTuMynarop (BUX pasaen 4.9).
JIOHETIe3WII HAMa MYTareHeH eqQekT IpH TeCcToBEe 3a MYTAreHHOCT ¢ H3NON3BaHH
OakTepUalHH KICTKH H KJE€TKM oT OozaiHui. HAkoM KiIacToreHHH e(QeKTH ca
HabmogaBaHd in VItro MpH H3MOJ3BaHE Ha KOHLEHTpAIlid, KOMTO ¢a TOKCHYHH 3a

Knetkure ¥ HagxpeppaaT 3000 neTH paBHOBECHMTE TUIasMeHM XonuewTpanymu. He ca

HaOmoaaBaHH KIACTOTEHHW WIM TEHOTOKCHYHH e(eKTH Tpu U3MNOJ3BaHe Ha

MHKpPOHYKNeapeH in vivo Moaen npu Mumikd. HiMa faHHM 3a KaHuepgpeﬁeH
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IIpH ABJITOCPOYHH NPOYYBAHHA BBPXY KAaHUECPOTCHHOCTTA KakTO HIPH NIIBX0BE, TdKd H

[IpH MHUOIKH.

JIOHEeNE3WIOB XHAPOXJIOpHA, HAMa e(QeKT BBPXY (PepTHIMTETa HA IIBXOBE M HE €
TEpPATOreHeH IpH IUIBXOBE HWIM 3aliifd, HO € HMal H3BECTeH e(eKT BBPXY
MBPTBOPAKIAHHATA M paHHATA MPEHKUBIEMOCT IIPH NPHIOKEHHE MPH OpeMEeHHH NITHX0BE

B 03a 50 mbTH NpeBMIIaBala A03aTa, H3MOM3BaHa npy xopa.(BmK pasaen 4.6).

6. PAPMAINIEBTHYHH JAHHHA

6.1 CuncrLk Ha NIOMOIHHTE BEeIIECTRA

ChpiieBuna:

JlakT03a MOHOXHMApAT
MukpoKkpHcTanHa USNyi03a
l{apeBH4YHO HHIECTE
XHMAPOKCHIIPOMAN LIETYJI103a

Marnesunes creapar

O0BHBKA:

TuranoB juokcug (E171)

XUromMenosa

Makporon

Keneszen oxeup, woit (E172) — camo B Tabnetxkure oT 10 mg

6.2 HecLBEMECTHMOCTH

HamMma

6.3 Cpox na rogHocr

2 TOIOMHH

6.4 CroenualHH npeAna3sHH MEPKH OpH ChXpaHeHHE




Tosn nekapcTBeH NPOJAYKT HE H3MCKBA KaKBATO H jJa OO crielMaJHH MEPKH 33

ChXpPaHCHHL,

6.5 BuJH ChCTaB HA CINAKOBKATSR
AVOPA/AVPVC 6mucrep
28, 30, 50, 84, 98, yunu 100 drwimupanu TabneTkd oT S mg H
28, 30, 50, 84, 98, nnu 100 punmupany Tabrerku ot 10 mg.
He Bcuukm onmakoBKH MOraT Ja ca Ha ra3apa.
6.6 CoenHalEn DpEeANA3ZHH MEPKH 34 CbXpaHeHHE H TPAHCOOPTHpPaHe
Beuuky HeM3non3BaHU NpoAYKTH WM OTHAJHH MATEPHAIH TpAOBa a C€ YHUINOXKABAT

B ChOTBCTCTBHC C MCCTHHUTC H3UCKBaHUA.

7. NPATEXATEJI HA PASPENIEHHETO 3A YIHOTPEDBA
KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto; CnoBeHMA

8. HOMEP HA PAIPEHIEHHETO 3A YIIOTPEBA
9. HJATA HA IObPBOHAYAJIHA PEI'HCTPANMSN/
HNOJHOBABAHE HA PECHCTPAIIHAS

10. JATA HA OCJEXHA PEJAKIIHS HA TEKCTA
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