1. HME HA JJEKAPCTBEHMSA NPOAYKT

Houenesun I'eHeprkoRr 10 mg drnmupann Tabnerkn - | |
Donepezil Genericon 10 mg film-coated tablets "@"" Cone
AT, Ol - 0

2. KAYECTBEH A KOJIMMECTBEH CHhCTAB

Bcesaka punmupana tabetka ceabpka 10,44 mg noHene3swn XuApoxXJIopua MOHOXHAPAT (donepezil
hydrochloride monohydrate), xoiito cpoTBeTcTBa Ha 10 Mg AOoHene3un XuApPOXIopua (donepezil
hydrochloride), exsuBaneHTeH Ha 9,12 mg noneneszun (donepezil).

[ToMOmIHY BelnecTRa:
Bcsaxa punMupana Tabnetka cpabpxka 182 mg nakrosa.

33 MBJIHAA CIIHCHK HA MOMOLIHUTE BeIeCTBa, BK. ToUKa 6.1.

3. ITEKAPCTBEHA ©®OPMA
dunmupaHa TabneTKa.

Benu, KpBITIA, ABOWHO-H3MBKHANA GHUIMHPaHH TabneTky, o3HaueHd ¢ Haxmic DOEI ot ennata cTpana
H 10 ot gpyrara cTpaHa.

4, KJIAHAYHA JAHHHN

4.1 TepaneBTHYHH NMOKAIAHHN

TloHenesw:1 [eHePHKOH ce N3TI0N3Ba 38 CHMITTOMATHYHO JIeUeHHe Ha Jieka 10 yMepeHa gopma Ha
neMeHIa npu Oonecrra Ha Anixadmep.

4.2 Jo3mpoBKAa B HAYHH HA NPHJIOKEHHE

Brp3pacrHH / NalHeHTH B HATIPeIHANIA BH3PAcT
JleyeHMeTO 3aMoOvBa ¢ 103a OT 5 mg AHEBHO (€AHOKpaTeH nmpueM). JloHene3w1 I eHepHKOH TabneTKH

TpaGBa a ce MpHeMaT MepopaTHo, BeYep NMpean Jirane. JlosaTa oT 5 mg AHEBHO TpabBa 21a ce
TpHIara NoHe 3a eiRH Mecell, 3a 1a MOXKe [ia Ce HanpaBH HaH-paHHa OLICHKa Ha e(eKTa OT JICYCHUETO
M 13 Ce AOCTHIHAT PABHOBECHH KOHIIEHTPALHH Ha AOHENE3WN XHApoxopua. Cliesl xaTo Ce HalpasH
KIMHMYHA OLIEHKA Ha eJHOMECETHOTO JISUCHHE ¢ 103a 5 mg/IeH, 103aTa Ha AOHENC3W XHIPOXTOPH
MO3Ke ZIa ce moBHIH Ao 10 mg/nexn (eAHOKpaTeH npHeM), MakcuManHaTa NMperopbyyUTeNHa AHCBHA
no3a e 10 mg. ITpuoskeHHeTO Ha MO-BHCOKH J03H OT 10 mg/meH He ¢ U3CIeABAHO B KITHHUYHH
IpOY4YBaHUA.

ITpn m03H, KOUTO HE ca BE3MOXKHH/NPHIOKHMH C TOB& KOTHYECTBO Ha AKTHBHOTO BELIECTBO B 103382
eqMHHIA ¥Ma (OpMa Ha TO3W MPOAYKT C APYre KOMHYSCTBO HA AKTHBHOTO BEUIECTBO B 103aBATA
eIUHULIA.

JleuenueTo TPSOBA [a ce 3aMO4HE M A4 ¢& KOHTPOIHPA OT JICKap, CACLHANHACT B AHArHOCTHLIMPAHETO
JIeYEHHETO Ha AeMeHLMA Tpy Gonectra Ha AnmuxaiiMep. JlvarHocTULHpaHeTo TpAOBa Aa ce HaMpaBH

———— N

XHAPOXIOPHA TpaGBa a 3aNoUHe CamMo MpPH HATUYHETO Ha YOBEK, KOHTO ce rpiki 3a G0H
PEJOBHO e KOHTPOJAPA 3a IPHEMAHETO Ha JICKAPCTBEHHS MPOAYKT oT GonuuA. [lomrep
feueHue MOYKe Aa NPOXB/IKH JOKATO ChIeCTBYBa TepaneBTHYHA M10/13a 32 NalHeHTa. 3a



Bede HAMA JAHHH 3a TepaneBTHYCH eeKT, TpaOBa a ce MOMHUCIIH 338 NPEKHCBAHE Ha JICYSHHETO.
UHAMBHAYATHHMAT OTTOBOP KBM AOHEME3W XUAPOXJIOPHI He MOXe Ja OB¢ npeBrcH.

ITpH npexbCBaKe Ha IEYEHHETO ce HabmoaBa NOCTeNeHHo H3vde3BaHe Ha GnaronpuATHHTE epeKTH Ha
NOHENEe3W XMAPOXJIOPH.

brbpeuna u yepHOApoOHA HEIOCTATHIHOCT

[Togo6Ha cxeMa Ha AO3HpaHE MOXKE [a Ce Mpuwiara U NpH NalueHTd ¢ 6x0peyHa HeAOCTaTHYHOCT, ThH
KaTO KIMPHHCA Ha JIOHETIE3H XUAPOXIIOPH/, HE Ce TIOBITHABA OT TOBA CHCTOSHHUE

ITopajH BB3MOKHOCT OT HapacTBAaHE Ha KOHLICHTPALIMHTE HA JICKAPCTBCHHA NPOAYKT B CIIyHaHTC Ha
JIeKa A0 CPeIHO TEXKKA YePHOAPOGHA HEAOCTATHYHOCT (BXK. pasaen 5.2), NOBHIIABAHETO HA 7103aTa
TpA6Ba a CTaBa B 3aBHCHMOCT OT HHIMBH/YaJIHATa NOHOCHMOCT HAMa JaHHH 3a MPUI0KCHUES MPH
MALMEHTH ¢ TeXKa YePHOZPOOHA HEAOCTATHYHOCT.

ﬂega H FOHOIOH

He ce npenopsusa ynotpebara Ha JloHene3wt ['eHepHKOH NPH eLiA W IOHOILH.
4.2 IIpoTABONOKA3AHHAS

JlekapcTBEHHAT MPOQYKT € MPOTHBOTIOKA3CH MPH MAHEHTH CHC CBPBXYBCTBHTCIHOCT KBM
NOHENE3HT XHAPOXIOPHA, MUMSPHAHHOBH NPOH3BOAHH HJTH KbM HAKOE OT NOMOIIHHTE BELICCTERA.

4.3 CnenBainy npeAyNpeKacHus H NpeANaHA MePKH NpHE ynorpeda

He e npoyuBaHO IPHICKEHHETO Ha JIOHENE3W XHAPOXNOPHI NPH NALMCHTH C TEXKA IEMCHIRMI IIPH
GosecTTa Ha AixaliMep, APYTH THIIOBE AEMEHIMA WIH APYTH TAMOBE Pa3CTPOACTBA Ha NAMETTa
(Hanp. BB3PAcTOBO HapyllaBaHe Ha KOTHHTHBHHTE b yHKIHH). |

ARecTe3ns
TIOHeme3HT XUAPOXJIOPHA, KATO XOMHHECTepaseH HHXHOHTOP, MOXKE /13 3aCHIIH edekra Ha
CYKLIMHWIXOJTHHOBHTE MUOPE/IAKCaHTH IO Bpeme Ha 0011la aHeCTe3Hs.

ChpreuHo-ChA0BY 3a00NABaAHHS
[opanu $HapMaKoJOTHYHOTO CH AEHCTBHE, XOIUHECTCPA3HUTE HHXHOMTOPH MOraT Ja HMaT

BaroTOHHYEH e(heKT BBPXY ChpAeUHaTa YecToTa (Hanp.Gpaaukapaus). BepoATHOCTTa OT TaKbBk edeKT
MOJKE I8 € OCOOEHO BayKHA IPH MALMEHTH ChC “CHHIPOM Ha CHHYCOBHS BB3e/l” HWIH JPyTH
CYMpaBEHTHKYIapPHK HApyIIECHUA B IPOBOHATA CHCTEMA Ha CBPUETO KAaTO CHHOATPHAICH JITH

aHTPHOBEHTHKY/1apeH ONOK.

TloKNaZBaHHK ca CTyYad Ha CHHKOI H NpunajasiM. ITpy n3cneaBaHe Ha TakuBa NAIHEHTH TpabBa aa ce
OTYMTA Bh3MOKHOCTTA OT BE3HHUKBAaHE Ha ChpAeveH O/IOK M ABJITH CHHYCOBH I1aY3H.

CroMalIHO-YpeBHH HapVIIeHUA
IManpeHTH ¢ MOBHIUEH PHCK OT pa3BHTHE HA S3BH, HAllp. TAKHBA ¢ aHAMHE3a 32 a3BeHa 00NecT WIN

TAKHBA, KOMTO MIPHEMAT €ZHOBPEMEHHO H HECTEPOH/IHHA NPOTHBOBB3NAIMTENHH CPEACTRA (HCIIBC),
Tpa6Ba J1a ce MOHHTOPHpAT BHUMATEHO. KNHHHYHHTE IIPOYUBAHUA C IOHCTICIH/I XHIPOXIOPHA obaue
HE MOKA3BaT MOBHIUIECHHE B CPABHEHHME ¢ IU1aLie00 HA YeCTOTATa HA MCNITHYHATA A3BCHA GosecT, UM Ha
KBPBEHETO OT CTOMALIHO-YPEBHMA TPAKT.

Y pOreHUTanHH
BrrpekH, ue He € HaGmoJaBaHoO NPH KTHHUYHH MPOYHBAHHA Ha JOHCME3WT XHAPOXJIOp)

XOJIMHOMHEMETHIIMTE MOTAT Aa NPeAU3BUKAT OOCTPYKTHBHH CHMIITOMH OT CTPaHa Ha

Hepponoruunu 3abonspaHusd




[Tpunageum: Cunra ce, Ye XOMHHOMHMETHIMTE MOTAT 3 IPHYMHAT FeHEPATH3NPaHH KOHBY/ICHH.
Hanuquero Ha nmpunaxbuy ofaue Moxe Ja € CHMITOM Ha 60MecTTa Ha AnnxaiiMep.

X OMTHHOMMMETHLIMTE MOTAT a HMAT NOTEHIHAN 2 OGOCTPAT WIH Ja HHIYLMPAT eKCTPANUPAMHIHH
CHITTOMH.

benoipoSum 3a6ogBaHus

[Topanu XOTHHOMHMETHYHOTO UM AeHiCTBHE XOIMHECTEpasHHTE HHXHOHTOPH TpaGBa fa ce

MpeANHCBaT MHOI'0 BHUMATEJIHO IIpH NALMEHTH ¢ aHaMHe3a 3a acTMa WK 00CTpyKTHBHa GenoapotHa
borecr.

EnHOBPEeMEHHOTO MPHUIOKEHHE Ha JIOHENE3MWI XHAPOXJIOPHL C APYTH HEXMGHTOPH Ha
AlCTHIXOIMHECTEpa3aTa , arOHHCTH WM AHTarOHHCTH HA XOMHHEPTrHYHATa CHCTeMa TpA0Ba Aa ce
H30irea.

Texxa yepHoapoOHA HEAOCTATHYHOCT
HsiMa 1aHHH 32 NPHAOKEHHETO NPH MAlMEHTH ¢ TEKKA YSpHOAPOOHAa HEAOCTATHYHOCT.

To3u nexapcTBeH MPOAYKT ChABPIKA JaKkTO3a. ITaleHTH ¢ peaKH HACAEACTBEHH MpobieMH Ha
raJIaKTO3Ha HEITOHOCHMOCT, Lapp naKTaseH Ae(hHUNT WiH MIIOK030-TalaKTo3HA ManabcopOLusa He
TpsabBa Ja npueMaT TOBa JIEKapCTRO.

CMBPTHOCT NPY KIWHHYHH H3NUTBAHKA Ha BaCKYJapHa JeMEHIHA

IIpoBenieHH ca TPH OTAENHH KJIHHHYHM NPOYYBAHHA C MPOABIDKHTETHOCT 6 Mecelia, KOUTO MOKPHBAT
NINDS-AIREN kputepus 32 BeposTHa WIH BB3MOKHA BacKyinapHa AeMeHIms (VaD). NINDS-AIREN
KPHTEpHA ¢ CB3IaJeH, 3a Aa MOraT Aa ce WASHTHQULMpAT MALHEHTHTE, YUATO AEMEHIMS CE [Ib/DKH
CaMO Ha BACKyJapHH NPHYMHH M Ja Ce H3KIOYAT nauueHTaTe ¢ Qonectra Ha AuxaiiMep. [IpH
IBPBOTO NMPOYYBaHe, CMBPTHHTE Ciiy4aH ca 2/198 (1.0%) npu moHeneswn xuapoxmopua 5 mg, 5/206
(2.4%) npu porenesnn xuapoxnopua 10 mg u 7/199 (3.5%) npu mnaue6o. Ilpu BTOpoTO NpoyuBane
cMBpTHOCTTA € 4/208 (1.9%) npu moneneswn xuapoxyiopua S mg, 3/215 (1.4%) npu noHeneswn
xuapoxmnopun 10 mg u 1/193 (0.5%) npn mrane6o. ITo Bpeme Ha TPETOTO MPOYYBAHE, CMBPTHUTE
crydan ca 11/648 (1.7%) npu nonenmesmn xuppoxnopuzg 5 mg u 0/326 (0%) mpu mwianebo.
CMBPTHOCTTA NIpH TpUTE VaD KIHHHYHM NpoydBaHHA B rpynaTa Ha AoHenesuws xuapoxiopun (1.7%)
€ YHMCJIEHO MO-BHCOKA OT Tasd B Mnauebo rpymata (1.1%), BBIpekH 49e TasH pa3nvka He €
CTATUCTHYECKH 3Ha4yMMa. Ilnauebo pesynratnre ce CBBP3BAT ¢ PasUYHH BACKYJIApHH NPHYHHH,
KOHTO MOraT Jja C€ OYaKBAT IPHM XOpa B HANpeaHana BB3PACT ¢ HAIMYHO BacKynapHoO 3abongsaHe.
AHaIH3BT HA BCHYKM CCpHO3HH cHOMTHS, ¢ HedaTaneH Mnm araneH Kpail, He MOKA3Ba pPa3iHKa B
4YECTOTAaTa Ha CIy4YaHuTe B rpynara Ha JOHENE3H XMAPOXJIOPHZ B CpaBHEHHE ¢ IL1anebo.

IIpu koxopTHO KOMOMHUpPaHO MpoyYBaHe BLPXY OoflecTTa Ha Anuxalimep (n=4146), 1 xoraTo Te3u
NpOyYBaHKA C€ KOMOMHHPAT C APYTH U3C/ICABAHNA HA TEMEHIMATA, BKIIOYUTEHO 3C/ICABAHUS Ha
BacKyJapHa feMeHUHA (06mo n=6888), cMbpTHOCTTA NpM NNane6o rpynuTe € YHCIeHO MO-BHCOKA OT
Ta3H B IPYIIHTE Ha JOHENE3W XHAPOXJIOPHL,.

4.5 B3arMoaelicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH B APYrH opMA Ha B3aEMoacHcTBHE
JloHene3nn XHAPOXJIOPHA W/HIIH HAKOH OT HeroBHTe MeTaboIMTH He 3a6aBs MeTaboIM3Ma Ha

TeOQUNKH, BapdapHH, UMMETHANH WIH JUTOKCHH NPH Xopara. MeTaGonu3mMbT Ha JOHENe3H)1
XHIPOXJIOpUA He Ce MOBJIHABA OT €AHOBPEMEHHOTO NMPHJIOKEHHE C LIHMETHAKH WITH JUTOKCHH.

Ipu in vitro npoy4BaHus noxasear, ue n3oeH3HMuUTE 3A4 K B Mo-Maika creneH 2D6 Ha HuTOXPOME

450 yuacrsar B Metabonusma Ha foHene3w XUAPoiopr. [poyusanms Ha JexapcTBenn 2\ S »
B3aHMOACHCTBHA, IPOBEACHH /n Vifro ca MoKa3aiH, 4¢ KETOKOHA30/I H TYHHHIWH , HEXUGHE:
CYP3A4 u 2D6 pecnekTnBHO, HHXHOUpAT MeTaGoIM3Ma Ha JOHENE3H Xuapoxnopun./Ci
Te3H W Apyrd CYP3 A4 uHXuGHTOpH KaTO HTPaKOHA30 H epHTPoMHLIMH K CYP2D6 wpixi
K4TO (pTyOKCETHH MOraT Ia HHXHOHpAT MeTaboIu3Ma Ha JOHENe3HT XUAPOXIOPH.



B npoyupaHHa npH 3aApaBA AOOPOBOJIIM KETOKOHA30 NOBUINABA CPETHATE KOHLICHTPALIMH Ha
AOHENE3WN XHApoXIopHa ¢ okono 30%.

FEH3HMHH MHAYKTOPH KaTO pHaMIHULIMH, eHHTOHH, Kap0aMa3elTHH ¥ aJIKOXOJI MOI'aT 1a HAMAJIAT
HHUBAaTa Ha JOHENE3H XUApoxiIoprA. T'eii KaTo He MOXKe MPEABAPHTENHO JA CE NpEeLieHy CHIaTa Ha

MHXHOHpAINHA WM HHAYLUMpaLIis epeKT, Te3n NeKApCTBeHH kOMOMHALMK TPAOBa Na Ce H3MON3BaT
MHOT'O BHUMATEJIHO.

JoHenes w1 XHAPOXIOPHA HMa TMOTEHLHAJ 32 B3aUMOICHCTBHE ¢ aHTUXOIMHEPrHYHH ITPENapaTH.
ChIIecTBYBa MOTCHIIKHAN 338 CHHEPrHYHA aKTHBHOCT NPH €AHOBPEMEHHO MPHJIOKEHHE C MEAHKAMCHTH
KATO CYKLMHIIXO/HH, JPYTH HEPBHO-MYCKYJ/IHH GJIOKEPH HIIH XOTHHEPTHYHH ArOHHCTH, WiiH GeTa-
610KepH, KOUTO UMaT e(eKT BBpXY ChpACYHATA NPOBOAUMOCT,

4.6 bpeMeHHOCT H KXbpMeHe

bpeMEHHOCT
HaMa J10CTaThYHO JAHHH 3a MPHWIOKCHHEe Ha TOHENe3W XMAPOXJIOPHI ITIPH OpeMeHHH.

[TpoyuBaHKMA MPH KMBOTHH He JIaBaT JAHHH 3& TEPaTOreHEeH MOTeHUKMAN, HO MMa IAHHH 32 nieph- 1
[IOCTHATAIHA TOKCHMHOCT (BX. T.5.3). He ce 3Hae KakbB € MOTCHUHAIHMAT PHCK 3a XOpaTa.
ToHenes3un XUAPOXJIOPHA He TpAORA ia ce W3MOJI3BAa 110 BPEME Ha OpeMEeHHOCT, OCBEH aKo He €
abcoMOTHO HEOOXOTHMO.

KbpmMmeHe
JIoHeTIe3H XHAPOXAOPH C€ eKCKPETHPA B MJIIKO HA wrexoBe. He e H3BECTHO AaJIH AOHEeNe3HI

XHPOXJIOPHI ¢e eKCKpeTHpa B MAHIHHOTO MIIAKO MIPH X0pa K HE Ca IIPOBEAICHH NPOYYBAHUS NPH
KbpMauki. CNeIoBaTesHO JKEHHUTE, KOUTO NPHEMAT IOHeNe3 T XHAPOXTIOpHA, HE TpAOBA a2 KBPMAT.

4.7 EdexTn BbpPXY c10cOGHOCTTA 38 WIOPpHpane B pafoTa ¢ MAIKHH

TloHene3un XUapoOXIopu AMa ¢1abo 10 yMEpeHO BIHsSHHE BBPXY criocobHOCTTA 3a modupaHe U
paoTa ¢ MAIlIMHH.

JIMMeHUMATA MOXe 1a HapyIIi CIOCOOHOCTTA 32 moGhHpaHe WIK 2 H3/I0XKH Ha PUCK PH paboTa ¢
MamuHK. OCBEH TOBA JOHENE3W1 XMAPOXJIOPHI MOXe Zia MPEAH3BHKA YMOpa, CBETOBBPTCK U
MYCKYJTHY KPaMIIK TIpeH BCHUKO B HA9aJI0TO Ha JICYeHHETO WM NPH NOBHINIABAHE Ha Jn03aTa.
JleKyBal@saT Jaexap TpAOBa NePHOAMYHO 12 NPELICHABA JAJIH NANUCHTHTS, KOUTO ca Ha JICUEHHE C
JIOHETIe3 1 XIPOXIOPH] MOTAT A MO(HpAT WK fa paboTAT ¢ MAHHH.

4.8 Hexe/1aHH JeKAPCTBEHH PCAKIIHH

Haii-qecTHTE HEXETAHH JICKAPCTBEHH PeaKiMH ca IHapHia, MyCKYJIHH KpaMIiH, yMOpa, FacHe,
NOBphINaHe U O€3CHHHE.

Heske/lany JEXKapCTBEHH PEAKUHMH, ChoOIIaBaHK NO-4eCTO OT H30MHPAHH CyYaH, ¢a Aa/IeHH HO-A0Y,
KaTo ca MojipeieHH [0 CHCTEMO-OPTaHHH KJ1acoBe H YeCTOTa.

[To YecTOTa Te CE ONPEAEIIAT KAaTo CeAsa: MHOro dectu (=1/10), gecTH (=21/100, <1/10), HewecTH
(>1/1000, <1/100), peaxu =1/10000, <1/1000), MHOrO peaKH (<1/10000) 1 Heu3BeCTHA JECTOTO (OT
HATIMYHATE JaHHU HE MOXKE Ja C¢ HAaIpaBH OLICHKA).

CucTemMo-OpraHHy MHOro 9ecTH YecTH Hevects Penku
KiacoBe 1 _ _
Hscneasanng - MUHHMAITHO

TOBHIICHHE HA

CEPYMHHTE

KOHLEHTpALMH Ha

MYCKYJIHara

KPEHTHHHHHEZH.




Cepac4HH HApYIICHUA - bpanuxapaus - CaHoaTpHaiex
610K
- ATPHBCHTHKY 12~
peH 6ok
HapymeHus Ha HCpBHATA - Cunkon* - EnmnnenTuacH - ExcrpamapaMHuIsH
CHCTEMA - CBETOBBPTEXK pUNaIEK* CHMITTOMH
| - bescpHHME
CroMalmHO-YpEBHH - JInapus - [ToBpbmane -I'acTpOMHTECTH-
HapyIICHAUS - 'anene - AGIOMHHAHH HaJICH KPhBOH3/IHB
CMYIIEHHA - CromalllHa ¥
JYOlNEHAIHA 9384
HapynieHus Ha - UHROTHHEHIMA
6B0peLMTe U MUKOYHHUTE Ha YpPUHATA
TETHIIA _
HapymeHua Ha KOXaTa ! - Ofpus
NOAKOKEATA THKAH - Coplex
HapymeHHa Ha - MycKyTHH
MYCKYTHO-CKeIeTHATa KpaMIIH
cHCTEMA H
CHEIHHUTEIHATA THKAH
Hapymenus Ha -AHOPEKCHA
Metabonmima H
XPAHEHETO
Unjexuyn B nHGeCTAUNHH - OGHKHOBEHA
HACTHHKA
HapanspaHis, 0TpaBsHUAA - 3ROIOMYKH
M YCHOXKHCHHS,
BE3HHKHAIH B pe3ynTar
HA HHTEPBEHLAM i
OO6In HAPYHICHNA H - 'nasobonme - ¥YMoOpa
eipeKTH Ha MACTOTO Ha - bonka
TIpHIOXKEHHE _
Xenaro-GiIHapHi - UepHonpobru
HapYIICHUA yBpCERKIAHNA,
BKJTIOMHTEHO
xemaTur* **
[TcUxXH9HH HapYIICHUA - Xamommralpnu**
- AJKH'I'M“
- ArpecMBHO
noveacHeH*
* [Ipu nperfen Ha MAIMEHTH 38 CHHKOI M MPHIaABIH TpsaOBa Ja ce ¥Ma rnpeaBu
BB3MOMKHOCTTA 3a CHPACUEH apecT WIN TBITH CHHYCOBU Nay3H (BrokTe pasgen 4.4).
*¥ YecTOTATA HA CIIYYAHTe C XaMOLUMHALIMY, DKHTALUA X arPECHBHO MOBECHHC HAMAaJISIBa C

HaMaJIsBaHe Ha A03aTa WM pH PeKbCBaHe Ha JCYCHHCTO.
«*¥ B cryuan Ha HEM3ClieABaHa YepHOAPOOHa mucdyHKLHA TpA6Ba Aa ce MPEMHHE KBM
NPEKLCBAHE Ha JIEYEHHETO ¢ JIOHENe3W XHAPOXIOPHL.

4.9 Ilpeao3apane

OnpezeneHaTa cpeiHa JIETANHA 033 AOHENE3WT XAAPOXIIOPH CIIE/ TPRITOMCHILC Ha j} forp
OpaJiHa J03a NMPH MHIIKH U UTHXO0BE € 45 u 32 mg/kg, pecIEKTHBHO, WIH MPHOAH3UTEHE
OTETH MaKCHMAIHATA TIPENophYBana MpH xopa Ao3a ot 10 mg NHEBHO. J(0303aBUCHMH
XOJIMHEPrHYHAa CTHMYJIALHs ¢a HabmoaBaHy MPY JKHBOTHH H BRITFOYBAT OrpaHH4AB

CIIOMTAHHUTE IBIDKEHHS, HEBB3MOXKHOCT 3a M3IIPABAHE, OJIONABAINA CC ITOXO/KA, aK



KJIOHHYHM I'bPYOBE, 32aTPYAHEHO AMIIaHe, IOBHLICHA CATHBAIHA, MHO3a, QaCUHKYJIAUMH H CHH)KaBaHe
Ha NOBBPXHOCTHATA TEJICCHA TEMICPATYpA.

Ipeno3upaneTo ¢ HEXHOUTOPH Ha XONMHECTEpa3aTa MOXKe Ja A0BEA¢ N0 XOJHHEPIrHiHa KpH3a,
NpOSABABAIIA C€ CBC CHIIHO FajieHe, IOBPHIIAHE, MOBHILICHA CANHBALMS, H3NOTABaHE, OpaluKapaus,
XHIOTOHMA, MOTUCKAKE Ha JUIIAHETO, KOJIANC M KOHBYJICHH. BR3MOXHO € 1a Bh3HUKHE 3aCHJIBallla Ce
MYCKYJTHa ¢1aloCT, KOATO MOXe Ja AOBEAe A0 CMEBPT MPH 3aCAHe Ha AHXATeNHaTa MyCKyJIaTypa.

KaxTo npH BcekH cy4ait Ha npeno3upaHe,TpaGBa aa ce mpoBeaaT obuualiHuTe NOANbPKAIIH MEPKH.
KaTo aHTHAOT NpH NpeI03HpaHe Ha AOHENE3H/ XHAPOXJIOpHA MoraT Aa ObaaT H3Moa3BaHH TEPLUHMCPHH
AHTHXONHHEePrHil KaTo aTpormH. [Ipenoprysa ce HHTPaBEHO3HO THTPHUPaHe Ha aTPOIIUH CyJI(aT A0
MOCTHTraHe Ha HeOOGXOaMMHA edeKT: ITHPBOHAYAIHO ce npuiara no3a ot 1.0 o 2.0 mg iv. ¢
MOC/IeBANO AO3UpaHe, CEo0pa3HO KTHHHYHOTO NMOBIHABaHe. [Ipn e AHOBpEMEHHO NMPHJIOKEHHS Ha
XOJIMHOMMMETHIIM C KBaTEPHEPHH ARTHXOHUHEPrHIM KaTO MMTMKOMHPONAT € HabmoaaBaHO aTHIHYHO
IOB/IMABAaHE HA KPEBHOTO HAJIATaHe U ChPACYHATA YecToTa. He ¢ H3BECTHO NANIH AOHETIE3HI
XUIPOXJIOPHA H/WIH HErOBUTE MeTaGOIMTH MOTraT Aa Ce OTCTPAHAT UPe3 JHANIH3a (xemomuanusa,
TEPHTOHEANHA AHATH3a HIH XEMOGIITPALHA).

5, PAPMAKOJIOTHMYHH CBOMCTBA
5.1 ®apMakoAHHAMHYHH CBOHCTBA

dapmMakoTepaneBTHYHA Ipyna: JIEKapCTBEHH NPOAYKTH Cpelly NEMCHLIMA, aHTHXOJUHECTEPa3HU
ATC xox; NO6DAO2

JloHENe3 T XAAPOXIOPHA € crienndHYEH H 00paTUM HHXUOUTOP HA AlIeTHIIXOIHHEeCTepa3aTa,
mpeobiagapalara XoNHHeCTepasa B MO3bYHATA THKaH. JToHene3Ww1 XMAPOXJIOPHA in Vitro e roeeye oT
1000 1T5TH NO-MOLICH HHXHUOKHTOP Ha TO3HM CH3HM, OTKOJIKOTO Ha Oy THPHIXOJHHECTEPA3aTa - CH3UM,

KONTO € pasmpocTpaneH npeguMHo H3BBH LHC.

IumeHuMs npy GonecTra Ha AnuxanMep

[1pu naieHTH ¢ JUMEHLMS pH GonecTra Ha AJLXaiMep, BKIIOUCHH B KIMHHYHH POy BAHNA,
MPIIOKEHUETO Ha JOHENC3W XHAPOXJIOPH/L BEAAHEXK AHEBHO B 1034 5 mg win 10 mg Boan 10
paBHOBECHO HHXMOHMpaHe Ha 63.6% 1 77.3% OT aleTHIXONHHECTEPa3HATa AKTHEHOCT (u3sMepeHa B
epPHTPOLIMTHHTE MEMOpaHH) PECIICKTUBHO, IPH H3IMEPBAHCTO i ciien mpueMa Ha Tpenapara.
HMuxubupaHeTo Ha aueTwixonuHectepasarta (AXE) B 4epBeHHTE KPBBHH KICTKH OT I0HCTIC3NA
XHUAPOXJIOPHA Kopenupa ¢ npomeHHTe B ADAS-Cog - TyBCTBUTENIHA CKana, € KOATO €€ NPOyHBaT
OTpezieieHH acleXTH OT KOrHHTHRHHTE (yHKuMH. He ¢ mpoyyeH NOTCHUHAIIBT Ha IOHETICHI
XHAPOXIOPHI a2 IPOMEHR NPOTAYAHETO HA HAJIMHA nepudepHa BesponaTHd. ETO 3alll0 He MOXKE Aa
ce TIPHEME, Y€ JOHEC3WIT XHAPOXJIOPU MOXKEe Ia HMa HAKAKDB eeKT BBPXY NPOrpeCHpPaHeTo Ha
3a00MABaHETO.

EdeKkTHBHOCTTA Ha JICYEHHETO ¢ JOHCTIC3H/ XHAPOXIIOPHN € HaOMmoaaBaLo B YeTHUpH wiaLedo-
KOHTPOJIMPaHH NPOy4BaHHs, 2 MPOYUYBAHUA ¢ MPOAB/IDKUTETHOCT 6 Mecena 4 2 MpoyUBaHM C
MpOABJDKMTENNHOCT 1 roanHa.

IIpu 6-MeceuHHTe NPOYIBAHHSA € HAIPABESH aHANK3 BHPXY NPWIOKCHUCTO Ha JOHCTIESHI
XHAPOXIIOPHJ KATO Ca HITON3BAHH TPU KpATEPHA 32 ePeKTHBHOCT: ADAS-Cog (Mapka 3a KOTHETHBHO
npepcTaBAne), K/IMHHYHO HHTEPBIO, GasHpaHO Ha BEUATICHHITA 33 POMAHA C yHACTHETOk A AL !:‘*\
rpikemus ce 3a Gonaud (Mapka 3a obure GpyHkuuH) 1 IToACKana 3a ©:KESAHCBHATE ¢ / - HA~,
Cxanara 3a K1acupHIMpaHe Ha KIWHHYHATA JeMeHuuA (MAPKa 33 Bh3MOIKHOCTHTE B OVIRSGAT b,

noMa, xobHuTaTa ¥ rpmxa 3a cede cH).

v

[TaupeHTH, KOHTO MOKPHBAT MOCOYCHUTE NO-A0Ty KPHTEPHH, C€ ONMPEICNIAT KaTo OB
JNICYEHHETO.



[TosnusaBane = IlopoOpaBane Ha ADAS-Cog ¢ noHe 4 TOYKH
JIunica Ha BnomasaHe B KNIHHHYHO HHTEPBIO, 6a3HpaHO HA BIICYAT/ICHHSATA 33
MPOMSHA C YUaCTHETO Ha IPIKCILUA ce 3a OOTHUA YOBEK

JTunca Ha BiomaBaHe Ha [ToacKkasaTa 3a eXXeIHEBHHUTE aKkTHBHOCTH Ha (CxaJiaTa 3a
KknacuduiMpaHe Ha KNIHHHYHATA AEMCHLHA

% IloBnusaBaHe
ITanueHTH, yJacTBalllH B ITaneHTH, KOUTO NOAJICKAT Ha
NIPOYYBAHETO OlLICHKa
n =365 ‘ n=7352
[Lraue6o rpyna 10% 10%
['pyna Ha JOHENE3HN 18%* 18%*
XHIPOXJIOPHA J Mg
I'pymna Ha IOHEIIe3HIT 21%* 22%%*
xuapoxinopua 10 mg
* p<0.05
** p<0.01

TloHene3Hw XHAPOXIOPHA [IPEAU3BHKBA JI0303aBUCHMO CTATHCTHYECKH 3HAYMMO NOBHINABAHE HA
MPOLICHTA Ha MAMEHTHTE, KOHTO Ce ONPEAE/IAT KATO NOBJHABALIHN CE OT JICHCHHETO.

5.2 ®apMaKOKHHETHYHH CBOHCTBA

Ab6copbimg

MakcHMATHHTE [U1a3MEHH KOHLEHTPALMH c€ JOCTHraT NpubIHM3uTe/iHO 3 - 4 9aca Cj1el OpajTHo
npwioxense. [nasMeHuTe KOHLICHTPAlMK U TIOLITA O KPHBaTa HAPaCTBAT NPOTIOPLUHOHATHO Ha
nosara. TepMUMHAIHOTO BpeMe Ha MOJMYSTHMHHHADAHS HA PasipeAC/ICHHE € npubmsuTenHo 70 4aca,
TAKA [PHIOKEHHETO HA MHOTOKPATHH A03H oz hopMaTa HA S/{H NPHEM JHEBHO HMa 32 Pe3yITaT
OCTeNEeHHO AOCTUTaHe Ha PABHOBECHH KOHLEHTpaluH. [IpnOnusuTes iy paBHOBECHH KOHIICHTPALMH
ce ZOCTHTAT 70 3 CeMMUM CJIe] 3anouBaHe Ha TepanuaTa. (el KaTo BeIHEX ¢ AOCTUTHAT,
PaBHOBECHM I/1a3MEHH KOHIICHTPALMH Ha IOHETIE3M1 XMAPOXIOPHA U CHOTBETHATA
hapMaKkoA¥HAMHYHA aKTHBHOCT NMOKa3Bar ciaba BapHaOWIHOCT B T¢UEHHE HA ACHA.

ABcopbumaTa Ha AOHENe3HI XHAPOXJIOPHA He Ce NOBNHABA OT NPHEMa Ha XPaHa.

PasznpenencHue
[Tpubnuzurento 95% OT AOHETIE3W] XHAPOXJIOPH/ C€ CBBP3Ba ¢ HOBELIKHTE IUIA3MEHH NPOTCHHH.

CBBP3BaHETO HA AKTHBHUA MeTaGoIHT 6-O-1e3MeTHIIOHeNE3MN ¢ TUIA3MEHHTE IIPOTCHHH HE €
YCTaHOBEHO. Pasnpe/ie/IeHHeTO Ha JOHETE3WT XHAPOXJIOPHA B PA3THIHHTE TEICCHH THKAHU HE &
HAITRIIHO npoyveHo. Benpeku Tora, B Mass balance study, npoBeleHH Npy 3ApaBH no6poBONLM Ca
YCTAHOBWUIH, de 240 4 /el MPHIOKEHHETO Ha 5 Mg MAPKHPaH C ¢ noHeme3nT XUOPOXIOpH,
npuGmusuTenHo 28% OT Mapkepa He € Gin BB3CTaHOBEH. 10Ba npefonara, 4e JOHOIC3nII
XMAPOXJIOPHA W/ WK HeroBUTe METAGOMTH MOTAT Ia C¢ 3aTbPXKAT B TAJIOTO 33 NOBEYC OT 10 aHu.

MetabonH3BEM/CKCKpelIUs

JloHere3na XHAPOXIOPHN ce ETAMHHHPA KAKTO Upe3 OTACIHTE/HATA CHCTEMA, TaKa H 9pe3
MeTaGoMM3UpaHe OT CHCTEMATa Ha LUToXpoM P450 1o MHOTOGpOiiHM MeTabOMMTH, OT KOHTO HE

BCHUKH ca uaeHTHHIMpaHy. Crel NpuioXKeHHe Ha eAHOKPaTHa 103a 5 mg OT 14C- nonenesun
XHAPOXJIOPH, TUIA3MEHA PATHOAKTHBHOCT, M3pa3eHa KaTo MPOUCHT OT IPUIIOKCHATA JO3], ¢ DIt~
NpeCTaBEHaA TIPEAH BCHUKO KATO HEMPOMEHEH A0Hene3un xunpoxiopuz (30%), 6-O-ne y’ﬁ S N
nonenesan (11% - eaMHCTBEHMAT MeTaGOMHT, KONTO NPOABSBA AKTHBHOCT Gmi3Ka 1o T 3 PN \
NOHETIC3WT XHAPOXIIOPUA), AoHENe3H-IHCc-N-0kHC (9%), 5-O-Ae3MeTHT AOHCTIC3NII / W
rIOKYPOHHpaHHsa KOHIOraT Ha 5-O-aeamerun aoHenesw (3%). ITpubnusurento 57% or BT, X/
KOJNIMYECTBO PAIHOAKTHBEH MapKep € Bb3CTaHOBEHO B ypHHata ( 17% kaTo Henpomer 25 oHe 16 .
XHAPOXTIOPHE) M 14.5% B H3NPaXHEHHUATA, KOETO JaBa OCHOBAHHE [ia Ce CHHTa, He eKKPBYMANT




ypHHaTa ¥ MeTaboH3Ma ca IMTbpBHYHH ITHTHILA 38 eTMMUHHpaHe. HsiaMa aHHH, KOHTO Ja roBOpAT 3a

EHTEPOXENaTaIHA PeLIMPKYALKs Ha AOHENE3WT XMAPOXIIOPHA. WA HAKON OT HETOBUTE
MeTa0OUTH.

[I1azmMeHHTE KOHLICHTPALMH Ha JOHENC3HWI XUAPOXJIOPHI HaMaABAT ¢ M1a3MEHO BpeMe Ha
nojayeJTMMUHHpaHe OT npubmmsurento 70 vaca.

[TonsT, pacata ¥ TIOTIOHOMYLICHETO HAMAT KIHHHYHO 3HAYMM €(QEKT BEPXY [UIa3MEeHHUTe
KOHLICHTPaLHH Ha AOHENe3WT XHApOoXJIopHA. OapMaKOXHHETHKATA Ha JOHENe3u)1 XHAPOXJIOPU]L HE €
npoy4saHa GOPMAIHO NpPH 3ApaBH ZOGPOBONLM B HAMIPEJHATA BB3PACT WIM IIPH MALMEHTH ¢ OonecTTa
Ha AJxaiiMep WIH ¢ BacKy/lapHa AeMeHIHa. B cemoro BpeMe obade CpeaHHTE IU1a3MeHH
KOHLICHTPALHH TPH TIALIHEHTH €a B FOJIsIMa CTENEH CXOJHH ¢ Te3H NMPH 3APAaBA MIIaZN JOOPOBOIIH.

5.3 IlpeAxTHHHYHA JaHHH 32 Oe30MacHOCT

HIupoku nMpoy4BaHHA NPH eKCIIEPHMEHTAIHH JKHBOTHH Ca YCTAHOBHIIM, 9€ TOBA CHEAHHEHHC
MpeaH3BUKBA MAIKO edekTH H3BBH (apMaKOJIOTHYHHUTE, KOHTO ChOTBETCTBAT HA HErOBOTO neiicTeue
KaTO XOMMHEPru4eH cTuMyarop (swxre T.4.9).

TloHene3 1 XMAPOXAOPH/ HE € HMaJ MYTar¢HeH e(eKT B MPOBEICHHTE TECTOBE 32 MyTAar€HHOCT, I1PH
KOHTO Ca M30/T3BaHH GaKTepHATHH KIETKH U KieTkH oT Go3aiinmuy. [lpyn n3monssaHe Ha
KOHLIEHTPALHH, KOUTO Ca ABHO TOKCHYHH 32 KJICTKHTE H HAAXBBPJIAT 3000 msTH paBHOBECHHTE
MyIa3MeHH KOHLIEHTPALMK, ca HaGmoaBaHy in vitro HAKOH KacToreHHH eQeKkTH. l1py u3rionssane Ha
MUKPOHYK/IEApeH MOAEN in Vivo IIPH MHIIKY He ca HA0MO/1aBaHy KIACTOTCHHH HWIH ApYTH
reHoToKCHYHM edexty. HAMa JaHHH OTHOCHO KAHLEPOTe€HEH NMOTCHIMAN NPpH ABJITOCPOYHH
NpOy4BaHHsl BbPXY KAHIIEPOreHHOCTTa KAKTO Ha IUTBXO0BE, TaKa H MPH MHLIKH.

TloHene3nN XUAPOXIOpHA HAMA eeKT BBPXY (epTHUIHTeTa Ha IUTHXOBE K HE © TePaTOr¢HEeH Nph
[UTBXOBE WJIH 3aiilii, HO € MMaJl U3BecTeH edeKT BhpXy MbPTBOPAXKAAHHATA H PaHHATA IPEKHBACMOCT
MPH NPUIOKEHHE [IPH GpeMEHHH IUTbX0Be B 032 50 IbTH HAAXBBPJLILIA 103aTa, NPHIarana npu
xopa. (BkTe T.4.6).

6. PAPMAIEBTHYHH JJAHHH

6.1 CnuchbK HA MOMOIMHETE BEeIIeCTBA

CopuesuHa Ha TabreTkaTa

JlakTO33a MOHOXHApAT

Ileayno3a, HukpokpuctanHa (E460)
Hatpuer HUmMECTEH INMKOJAT (THI A)
XuapoxcHmponun nerynosa (E463)
Marnesues creapat (E572)

OUIMOBO IIOKPHTHE
Xunpomenosza (E464)

JlakTO3a MOHOXH/IpAT
Maxporoin 4000

Turanos auoxcuza (E171)
XeneseH oxkcun, et (E172)

6.2 He¢chBMECTHMOCTH

HenpuwioxuMmo.

6.3 Cpok Ha rogaocCT



30 mecena

6.4 Crnenra/igd YOJI0BHA HA ChXpAHEHHE

To3u nekapcTBeR MPOOYKT HE H3UCKBA CIICHUATHH YCIOBHA Ha CbXPaHECHHE,
6.5 lannH 32 ONAKOBKATA

Kapronenu xytun, cegbpxamu 6nucrepn (IIBX/amymunnid) 7, 28, 30, 50, 56, 60, 84, 98, 100 wm
120 Tabnetku U Smucrepu 3a Somuuuna ynorpeba ( (IIBX/anymunuit), coappixaind 50 Tabnerky.

He BcHYKH BHROBE ONAKOBKHM MOraT /2 6b1aT IycHaTH B poaax0da.
6.6 CnenqBATHH NPEANASHA MEPKH NPH K3XBbPJSHE

Hsama crnelyajiHi H3HNCKBAHHS.

1 IPHTEKATEJ HA PASPEIIIEHHUETO 3A YIIOTPEDBA
Genericon Pharma Gesellschaft m.b.H.

Hafnerstrasse 211, 8054 Graz,
ABCTpHA

8. HOMEP(A) HA PASPEINEHHETO 3A YIIOTPEBA

9, TIATA HA ITBPBO PA3SPEIIABAHE / HOAHOBABAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

<{MMATTT}>

10. TATA HA AKTYAJIM3UPAHE HA TEKCTA

<{MM/ITTT}>
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