EXELON® (rivastigmine)

Tebpan kancyau / hard capsules 1.5 mg

KPATKA XAPAKTEPUCTUKA HA NMPOAYKTA




1. TbPIrOBCKO UME HA AEKAPCTBERENA NMPOAYKT
Exelon hard capsules 1.5 mg / EkcenaoH TBbpAKM Karicyam 1.5 mg

2. KAYUECTBEH 1 KOAMUECTBEH CbCTAB
Besixa wancyaa cwabpxa rivastigmine hydrogen tartrate orropapawl Ha 1.5 mg
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Karicyau, TBbPAMK.

BAA MAM AEKO XbATEHMKaB Mpax B KarcyhAa C XbATO Kanaye M XbATO TAAO, C 4epBeH
Haanue “Exelon 1.5 mg” BbpXy TAAOTO Ha Kancyaara.

4, KAMHUUYHW AAHHW
4.1 TepaneBTUUHN NOKa3aHNA

CUMMATOMaTMUHO AGUEHUE Ha AeKa A0 YMepeHa AeMeHLms npu Gonect Ha AaLxalnimep.

4,2 Ao3upoBKa v HauuH Ha ynotpeba

Mpunoxerue: NeueHreTo TpaGBa Aa ce 3ano4yHe K HabalopasBa OT AeKap € OonuT B
AMarHoCTMLMPaHETO W AeUeHWETO Ha AemMeHUusATa npu Boaectra Ha Aauxaimep.
Auvarnosara Tpsibsa Aa 6bAe NOCTaBeHa CNOpPeA ChBPeMeHHUTE NpenopbKu. Tepanuata
rivastigmine MoXe Aa ce 3amnodHe camMo NpW HaAMUKMETO Ha YOBEK, KOMTO Aa CAeAM 3a
DEAOBHUA MPUEM Ha AEKapCTBOTO OT NavuMeHTa.

Rivastigmine TpsbBa Aa ce npueMa ABa NbTM AHEBHO, CbC CYTPelIHOTO W BeyepHo
XpaHeHe, Kancyaute Tpadsa Aa ce NOrAbLLAT LeAu.

HayanHa AC3MPOBKa : ABa MbTWM AHEBHO no 1.5 mg.

Tutpupane Ha Ao3ata : [IpenopbunTenHa HadanHa Ao3a € 2 nNbTu AHeBHo no 1.5 mg. flpu
AOBpa NOHOCUMOCT Ha Ta3u AO3UPOBKa B MNPOABMKEHWE Hal-ManKo Ha ABE CEAMULMN, T
MOXe Aa ce MOBULWIN A0 3 Mg ABa NMbTU AHEBHO. [10-HaTaTbWHO NOoBUIUABaHE Ha A03aTa
A0 4,5 mg U B NOCAGACTBUE AC 6 Mg ABA MbTU AHEBHO, TPAOGBa ChiLO Aa 6bAe OCHOBAHO
Ha aAobpa MOHOCMMOCT Ha MpuemMaHaTa KbM MOMEHTa A03a W MoBULIaBaHe Ha Ao3ata
MOXe Aa ce NMpeAnpueMe Hail-MaAKo CAEA ABYCEAMMYHA Tepanua ¢ onpeAeAeHa Ao3a.

B cayuyait, ue no Bpeme Ha AeUeHWEe ce HabAAABAT HeXEenaHW AeKapCTBEHW peakuun
(Hanp. raaeHe, NOBpPbLUAHE, KOPEMHa GoAKa UAK 3aryba Ha aneTuT), KakTo ¥ NoHWXaeaHe
Ha TErAOTO, € HeOBXOAMMO Aa Ce MPONYCHe NPUEM Ha eAHa MAM MoBeye po3n. B cayvan,
e HexenaHuTe ASKapCTBEeHW peakuuu nepcucTupar, AHeBHaTa Ao3a Tpabsa aa ce
MOHWXK AO MPEAXOAHETa AO3MPOBKE, KOATO e Buaa AcBpe NoHacsHa oT NauneHTa.

Moaabpxalwa acsa : EdexktuBHata Ac3a € 3 A0 © mg AHEBHO; 3a MOCTUFaHe Ha
MaKCUMManeH TepanesTMueH edekT € HeoOXOAMMO naumeHTuTe Az ObAaT AeKyBaHu C




MOANAraHu NepuoAMYHO Ha NpPeoLeHKa, 0CoBEH0 NPY NaUKeHTH, AeKYBaHU C A03W MOA 3
mg ABa NbTW AHEBHO. Tpsibea Aa Ce pasraeAa Bb3MOXHOCTTA 3@ NpeycTaHoBABaHe Ha
TepanuATa ako He ce HabawaaBa TepaneBTMYeH edekr. IHAUBUAYaAAHWAT OTrOBOP KbM
rivastigmine He moxe aAa 6bae NpeABUASH.

TepaneBTUUHNAT edekT He e BMA U3CAeABaH NpW NAauebo-KOHTPOAMPaHW KAMHWYHK
Npoy4BaHuA 3a noBeue ot & mecella.

MNoaHoBaBaKHe Ha TepanusaTa: AKO AYEHMETO Ce MPEeKbCHE 3a MoBeYe OT HAKOAKO AHM,
Tepanuata TpaGBa Aa ce NoAHOBK ¢ 1.5 mg ABa MbLTW AHEBHO M A03aTa Aa ce TUTpUpa
KaKro € onucaHo no-rope.

Ynotpeba npu nauueHT ¢ 6b0peuHn U YepHOAPOOHNM HapylueHus: [lopasy nosBuileHa
eKcnosuuus npu ObOpeUHM U AeKM A0 YMEpeHW 4YepHOAPOBHM HapylueHus, ce
npenopbuyBa TMTPMPAHETO Ha A03aTa CropeA UHAMBMAYaAHaTa MOHOCMMOCT AA Ce CAEAM
BHUMATEAHO (BX. 5.2 DapMakOKUHETUUHW CBOWCTBA).

Aeua
Rivastigmine He ce npenopetyBa 3a ynotpeba npu aela.

4.3 lNpoTtusonokasanns

Ynotpebata Ha Exelon e npoTMBonoKasada npu nauueHTn c.
- CBPbXUYYBCTBMTEAHOCT KbM rivastigmine, KbM Apyru NPOM3BOAHMK Ha kapbamaTa MAN KbM
HAKOE OT NOMOLLIHKWTE BELLEecTBa Ha TOBa ASKapCTBO

- OCTpO LIepHOA,p'{JﬁHO HapyuleHune, TbA Kato ASKapPCTBOTO HE € 6MAO M3CASABEHO B Tasu
nonyaauus.

4.4 CrieunanHi NpOTUEONOKa3aHUs U CieluanHi NpeaynpeXxaeHus 3a ynorpeba

CreneHTa Ha MoABa WM OCTPOTaTa Ha HEXEeAaHUTe PeakuMin no NpUHUMA HapacTsBa C
yBeAnuaBaHe Ha Ao3ata. AKO AeueHKneTo Hbae MpeycTaHOBEHO 3a NMoBeye OT HAKOAKO AHU,
To TpabBa Aa ce Bb306HOBY ¢ 1.5 Mg ABa NMbTU AHEBHO, 33 Aa Ce NOHWXMK PUCKa OT NosABa
Ha HeXenaHu peakuuu (Hanp. NoBpPbLIAHE).

TuTpupaHe Ha A03aTa: HEXeAaHW peakumn (Hanp. XMNepToHuMsA, XaAluuHauuu) ce
HaBAIOAZBaT CKOPO CAeA YBeAdaBaHe Ha Ao3ata. Moxe Aa ce NMOBAUAAT MOAOKNTEAHO OT
noHwxaBaHe Ha Ao3arta. B Apyru cayuawm, tepanmata ¢ Exelon e 6uaa npeycraHoseHa (BX.
4.8 Hexenahy AeKapcTBEHK peakumn).

Bb3aMOXHO e A3 Bb3HMKHAT TaCTPOUHTECTMHAAHKM HapylIeHWs KaTo rajgeHe 1 nospbluaHe
ocoBeHo npK 3anouBaHe Ha AeYEHMETO W/MAM NOBULIABAHE Ha AO3aTa. Hexeaanute
peaxunu ce HabaloAaBaT No-4ecTo Npu XeHu. Npu nauneHtte ¢ 6onect Ha Aauxanmep
MOXE A2 C& NOHWKM TErAoTO. XOAUHECTEPA3HUTE UHXMBUTOPK, BKAIOUUTEAHO rivastigmine,
ce cBbP3BaT CbC 3aryba Ha TeraoTo npu Tesun nauunexty. Mo BpeMe Ha TepanusaTa TpAGBa
AA ce HabAloAaBa TETAOTO Ha NauuneHTuTe.

Kakto u npu Apyrute XOAMHOMMMETMLM, € HeoBXoAMMO noBuileHO BHUMaHWe npu
npuaaraHeto Ha Exelon npu naumeHTM cbe 3abonABaHe Ha CUHYCOBUS BL3GA WAU
HapyleHUs B NPOBOAMMOCTTa (CUHyaTpuaneH BAOK, aTPUOBEHTPUKYAaPEH 6A0K) (BX. 4.8
HexenaHn nekapcTBeHW peakumun).




MmadMeHTM ¢ akTuBHa  FA3Ba Ha CToMaxa WAM  AYOAEHYMa W Opu  NauMeHTH,
npeApasnoacXeH KbM NOACOHKU CbCTOAHMA.

XonmHecTepasHuUTe MHXMBUTOpPK TpAGBa Aa ce NpuAarat ¢ BHUMaHWe npu nauueHTh c
aHaMHe3a 3a acTMa MAKW 0BCTPYKTMBHIK GenoApobHK 3abonaBaHmus.

XOAMHOMMMETMUNTE MOXE Aa MPEAM3BMKAT WAM W3OCTPAT YyPUHapHa OOCTPYKUMA U
npunaabuu, [MpenopbyBa ce MOBULLEHO BHUMaHWE NPKW MaulveHT, NpPeApasnoAOXKeH!W
KbM MOAODHK CLCTOAHMKA,

Ynotpebata Ha rivastigmine npu nauneHT™M ¢ TeXxka AeMeHuus npu BOAeCT Ha
Anuxaiimep, ApPYr TMN AeMEeHUMs WAM APYTM BUAOBE MameToBKt HapylweHus (Hanp.
CBbP3aHO C Bb3PacTTa KOTHUTUBHO OTKAOHEHUE) He e Buaa npoyyBaHa.

MoaoBHO Ha ApyruTe XOAMHOMMMEeTHUM, rivastigmine moxe Aa npeansBuKka MAM Aa
3ACUAM  BKCTPanNUpamMuAaAHUTE CUMIMTOMMU, BKAIOYUTEAHO U A3 ACBEAE AO BAOLUaBaHE Ha
nauueHTuTe ¢ 6onect Ha MNapKKMHCOH.

4.5 AekapcTBeHU U APYT¥ B3aWMOASUCTENS

Kato xoauHectepaseH wuHxmbutop, rivastigmine moxe Aa uvHAYuupa edektute Ha
MYCKYAHWUTE PEAZKCAHTU OT CYKLIMHMAXOAMHOB TUN MO BPEME Ha aHeCcTe3uns,

Vmaitkn npeaBua dapmakoauHaMmuuHuTe My edekty, rivastigmine He Tpabea aa 6bae
npuAarad eAHOBPEMEHHO C APYTM XOAMHOMUMETUYHM AeKapcTBa; rivastigmine moxe aAa
OKaXe BAUAHMWE BbPXY aKTUBHOCTTA Ha aHTMXOAMHEPIMUHWUTE AeKapCTBa.

He ca HaGnopaBaHn GapMakoKMHETUUHK B3aMMOAEGCTBUA Mexay rivastigmine u digoxin,
warfarin, diazepam wuau fluoxetine B npoyyBaHua npu 3apaBu  ACBPOBOALIN.
YBeanueHuero Ha npoTpoMBMHOBOTO BpeMe, NPeAnsBuKaHo oT warfarin He ce nNoBaussa
oT npuema Ha rivastigmine. He ca HabaioaaBaHn HeOAAronpuUATHK edeKT Bbpxy
CbpAeuYHaTa NPOBOAMMOCT CAEA eAHOBpemMeHHa yrioTpeba Ha digoxin u rivastigmine.

Criopea wmetatoanama Ha rivastigmine e Manko BepoAaTHO Aa ce HabaloAaBar
mMeTaboAUTHM AeKapCTBeHW B3aWMOAENCTBUA, BbMpeku ue rivastigmine moxe aa
NHXKUBMPa GYTUPUAXOAMHECTEPa3a-MeAMMPaHMA MeTaboANSEM Ha APYTM AGKapCTRa.

4,6 bpeMeHHOCT 1 KbpMmeHe

BpemenHocT: HamMa KAMHWYHM AaHHM 33 ynoTtpeba no Bpeme Ha GpemenHocT. He ca
HabAIOAZBaHW MPOMEHN B PEMPOAYKLMOHHUTE PYHKLUUM, PasBUTUETO Ha emOpvoHa WU
MAOAA MpPW NABXOBE W 3ally, C UIKAIOUEHWE NPU A03M CBbP3aHU C TOKCUMHOCT Mpw
malikaTa. B nepu- 1 rnoctHatanHu npoy4yBaHuWs ¢ MABXOBE Ce HaBAlOAaBa yBeAndeHve Ha
rectauMoHHoTo Bpeme. Rivastigmine He TpabBa Aa ce u3NoOAsBa N0 BpeMe Ha
6peMeHHOCT, 0CBEH aKo He & aBCOAIOTHO HeOoOX0AUMO.

Kepmene: [pu xuBoTHM, rivastigmine ce ekckpetnpa B masikoto. He e yctaHOBeHO Aaau
rivastigmine ce ekckpeTMpa ¢ MaluyMHOTO MASIKO MpuW YOBEKa, NOPaAl KOETO MalMeHTKH
AeKyBaHW ¢ rivastigmine He 6vBa Aa KbpMAT.

4,7 EdeKTn BbpXy cnocoOGHOCTTa 3a IodupaHe U paboTta ¢ MalluHK

3aManHOCT 1 CbHAKMBOCT, FAABHO NPU 3anoysaHe Ha AeveHWEeTo
po3zata. ETo 3awe, cnocobHoctta 32 wodupaHe nam pabota



cTpajsaluy oT GoaecT Ha Anuxalimep TpabBa PeAOBHO Aa Ce MOAAara Ha OUeHKa OT
AEKYBalLWs AEKap.

4.8 Hextenahu neKapctBeHM peaKkliun

Haii-uecto AOKAAABaHWTE HeXeaaHW edpekTV ca CTOMAaLLHOYPEBHM, BKA. rapeHe (38%) v
rnoepsluare (23%), ocobeHo no BpeMe Ha TUTpUpaHe Ha Aos3aTa. [TaumeHTUTe OT XKEeHCKU
MOA B XOAa Ha KAMHWYHM [POYYBaHWA roKa3saT NO-roAAMa MNOAATAUBOCT Ha
racTPOMHTECTUHAAHWN HeXeAaH!W peakuuu 1 3aryba Ha TEFAO CMPAMO MaLneHTUTe Mbe.

ChepHUTE HeXenaHuTe peakuuu, M3bpoeHn B Taba. 1, ca GUAU YCTAHOBEHM KAKTO B XOAa
Ha KAMHWYHU ripoyuBanna ¢ Exelon, Taka u caea BbBexaaHeTo Ha Exelon B ynotpeba.

Tabauna 1*

Urdexkuun u undecrauun
o YpuHapHa nHbekuus

MHoro pstako

INMcuxuaTpuuHn HapymeHus
s TpeBOXHOCT
e (O6bpkaHocT
e bescbHue
e Aenpecus
s XanwoumHalmu

Yecto
Uecto
He uecTo
He uecto

MHoro prako

HapyweHns B HepBHaTa cucTema
e 3amasHoCT
+« [haBoGonane
¢ CbHAMBOCT
e Tpemop
¢ CuHKORN
e [ipunaabum

s EXcTpanupaMmuaHu cumnTomu (BKA.
BAOLIABaHe npu GOAeCT Ha [TapKNHCOH)

MHoro yecto
Uecto

Yecto

UecTo

He uecto
Paako
MHoro psaxo

CbpAE€UHOCHLAOBY HapylIEeHUS
+ Angina pectoris

o Cbpaeuny aputmiun (Hanp. 6pasvkapamns,
aTPMOBEHTPUKYAZPEH BAOK, MPEACHPAHO
MBXAEHE U TaXMKapAUA)

Psako

MHoro psako

CbaoBYM HapyleHus

o  XUNepToHUsA

MHoro prAKo

CromaluHoupeBHN HapylieHns
e [apeHe

+ [loBpbluaHe




o Auapus Muoro yecto

» 3aryba Ha aneTut Muoro uecto
o KopemHU BOAKM ¥ Aucnencus Uecto
» CromalwHa 1 AyoaeHaAHa A3Ba PAaako
o CTOMalWHOYPEeBHU KPbBOUSAUBH MHoro psiako
o [lankpeatnt MHoro psako

UepHoApo6HO-6L0peyuly HapyLeHns

¢ [loBuiLEHWE Ha YepHOAPOBHUTE MHoro psiako
$YHKLMOHAAHM TECTOBE

Ko)XHM ¥ NOAKOKHY HapyieHuA

e [loBKIIEHO ROTOOTAGARHE Uecto

s O6pueu Paako
O61u HapyweHus

e  YMOpPSEMOCT 1 acTeHWs Uecto

e [lpunowasaHe Uecrto

e  VHUMAEHTHW NasaHuA He uecto
MpoyuBaHus

» 3aryba Ha Terao YecTO

*HexenaHuTe peakuuun ca NpeAcTaBeHM Mo YeCcToTa, OT Hal-YeCTU KbM MO-DEAKM CMOpes
chepHaTa Knacudukaumsa: MHoro vectw (>1/10); uveciu (>1/100, <1/10); He uectu
(>1/1000,<1/100); peakn (>1/10000, <1/1000); mHoro peaku (< 1/10000), B TOBa
YUCAO U3OAMDEHU CAYYaMN.

4.9 MNpeposupane

Cumrnitomu: [oBeyeTo CAydau Ha npeao3upaHe He ca GMAM CBLP3EHW C KAMHUYHO
3HAUMMW NPOABW MAKM CUMNTOMK, B PE3YATAT Ha KOETO NPMY MOYTH BCUUKM NauWeHTW
AeueHneTo ¢ rivastigmine He e 6UA0 nNpeycTaHoBeHo. HabAloAaBaHUTE NPOABY Ca rajeHe,
NoBpblUaHe, AMapuA, XMNEPTOHUA K XaalouMHauuu. [lopaan BaroTOHMYHATA aKTWBHOCT
Ha XOAMHECTepasHWTE MHXMOUTOPK BbPXY CbpAgYHaTa YecToTa, MOXEe Aa Bb3HWKHAT CbLUO
6paankapamMs w/vanm cuHKon. B eaun cayualh 6uam norbaHatm 46 mg Exelon; caea
NPOBEAEHO KOHCEPBaTUBHO AeYeHMe, MalueHTbT Ce € Bb3CTaHOBUA HAaMbAHO B pPaMKute
Ha 24 vaca.

Aeuehre: Tbil KaTo MAa3MEHUAT NOAYXKMBOT Ha rivastigmine € okono 1 uac, a
MPOABAKMTEAHOCTTa Ha MHXMBMpaHe Ha aLeTMAXOAWHecTepasaTa € OKOAo @ uaca, ce
MPenopLYBa B CAyYauTe Ha Ge3CUMMNTOMHO Mpeao3upaHe, Aa He Ce AaBa HOBa A03a
rivastigmine npe3 cneapawmte 24 yaca. pu npeaosvipaHe ¢ NPosaBY Ha CUAHO raaeHe U
noepsllate 61 MOTAO A CE MPUCTLNY KbM NpUAaraHe Ha aHTUEMETUYHM cpeAcTRa. [Tpu

HEXeAaHU peakLmi.




MpKn TEXKO NpeAc3npaHe MOXe Aa ce NPUAOXM aTtponuH. [penopbyusa ce HayaAHa A03a
0.03 mg/kg atponuH cyadaT C MOCAeABalLM AO3WM B 3aBUCMMOCT OT KAMHUYHOTO
noBansBaHe. He ce nmpenopbyba ynotpebata Ha CKOMOAZMUH KaTo aHTUAOT.

5. PDAPMAKOAOFMUHN AAHHIA
5.19apmakoamHaMmuyHK CBONCTBa
(QapmakoTepaneBTUUHa rpyna: aleTuAXOAMHecTepasHn uHxmnbutopu; ATC koa: NO6DAO3

Rivastigmine e auetma- n  OYTUPWAXOAMHECTepaseH WHXMOUTOP OT rpynara Ha
kapbamaTuTe, 3a KOWMTO ce Mpuema, Y& yAecHsBa XOAMHEPruuHaTa HeBpPOTpaHCMUcus,
nocpeacTsom 3abapsHe pasnaja Ha alUeTWAXOAMH, 0CBOBGOAEH OT XOAMHEPruyHWUTE
HEBPOHMU CbC HenpomeHeHa ¢yHKuMA. Mo Toau HauuH rivastigmine moxe aa noaobpw
XOAMHEPrUYHO MeanMpaHaTa KOFHUTYBHA HEAOCTaTbYHOCT NPK HoAECT Ha AALXaimep.

Rivastigmine B3aumoaelicTBa € TNpPUUEAHWTE eH3MMKW, KaTo ofpasyBa KOBAAEHTHO
CBBbP3aH KOMMAEKC, KOWTO BPEMEHHO Ae3akTWBupa eH3uMMa. [Tpu 3apaBu MAAAK MBbXE
nepopanHa Ao03a 0T 3 Mg MOHMXKaBa aKTMBHOCTTa Ha aLeTUAXOAMHecTepasata B
uepebpocnuHanHara TeyHocT ¢ npubamsuteaHo 40% npes nvpeute 1.5 uaca caea
npuema my. AKTMBHOCTTA Ha eH3uMa Ce Bpblla KbM M3XOAHATa CTOMHOCT OKOAO 9 vaca
CAGA FIOCTUIaHEe Ha MakCuMannus WHxubutopeH edekt. [pu nauueHT™M ¢ BoaecT Ha
Anuaxiimep, MHXMBUPEHETO Ha aueTUAXOAMHecTepasaTta B LiepebpocnuHanHaTta TeuHoCT
oT rivastigmine e aoso3aBUCUMO NMpK Npuem A0 & Mg/ABa MbTU AHEBHO, Halk-BMUCOKaTa
npoy4yBaHa Ao3a. MuxubupaHeTo Ha  OYTUAXOAMHECTepasHata aKTUBHOCT B
LepebpocnuHanHata TeyHocT Ha 14 naumeHta ¢ OOAECT HA AALXaimep, ASKYBaHU C
rivastigmine, e noaoBHO Ha TOBa NpW aLEeTUAXOAMHECTepasaTa.

Kannnuum npoyuBaxus

EdekTBHOCTTa Ha rivastigmine e ycTaHoBeHa ¢ noMowTa Ha TPW HelaBuCUMMU,
crneunMduuHn NOKazaTens, KOMTO Ce& [MPOCAeAsABaT NEepPUOAMYHO hMpe3 6-MeceuvyHu
uHTEpBaAn Ha Tepanus. Te BraloysaT: ADAS-Cog (Alzheimer's Disease Assessment Scale
- TECT OCHOBaBal, Ce Ha OUEHKa Ha nOBEAGHMETO, KOMTO USMepBa KOFHUTMBHUTE
obnacty; CIBIC-Plus (Clinician Interview Based I|mpression of Change-Plus -
3aabAOoYeHa 06Lia OLeHKa Ha AeKaps 3a CLCTOAHMETO Ha MauMeHTa, B KORTO Ce BKAIOYBa
N cbaecTBMETO Ha GoaHorneaaua); PDS (Progressive Deterioration Scale - oueHka Ha
OONHOFAEAGYA 33 EXEAHEBHMTE AEMHOCTM Ha nNaumeHTa, BKAIOUBAWE AMYHA XUTUEHA,
XpaHeHe, 06anUaHe, AOMalHY 3aAbAKEHUs ~ NasapyBaHe, 3anasBake Ha cnocobHocTTa 3a
opueHTMpaHe B o6cTaHOBKaTa, KaKTo 1t BKAIOYBaHE B AGMHOCTK, CBbP3aHK ¢ GUHAHCK).

Pesyatatte Ha NauMeHT CbC KAMHWYHO 3HAYMM OTFOBOP Ha TeparuaTa OT AB€ OCHOBHMW
npoy4YBaHuA C NPOMEHAMB AOC30B PEXMM, OT OOWO TPWU OCHOBHM 26-CEAMWUUHN
MYATULIEHTPOBMW MpOyYBaHUA APW MALKMEHTU C A€Ka AC YMepeHa AeMeHUKs npu Goaect
Ha Aauxaiimep ca npeactaBeHn B Tabanua 2. KAMHWUYHO 3HAYMMOTO noaobpeHne npu
Tesu npoyuBaHus ce AedrHMpa a priori kato noHe 4 Touku noacbperHue no ADAS-Cog,
noao6pedue no CIBIC-Plus uan none 10% noaobpeHiue no PDS,

B Ttabamuata cbllo Taka e npeactaBeHa post-hoc aedpuHMuMA Ha TepaneBTUYHUSA
oTroBop. BTOpUUHOTO AepUHMpaHE Ha KAMHUHMEH OTrOBOP U3MCKBA MNoHe 4 TOUKW WUAU
noseue ToO4YKM nNoaobpeHune no ADAS-Cog, aunca Ha BaowwasaHe no CIBIC-Plus n aunca

TepanesTrvHi arcHT! He Ca BanlAHN.



Tabnnpa 2

MauneHT¥ ¢ KANMHUYHO 3HaUYnW oTroBop (%)
Intent to Treat Last Observation Carried
Forward

CreneHn na Rivastigmine | Placebo | Rivastigmine Placebo
TepaneBTU4EH 0TrOBOp 6-12 mg 6-12 mg

N=473 N=472 N=379 N=444
ADAS-Cog: noaobperue 2% 12 25%%% 12
rnoHe 4 T04Ku
CIBIC-Plus: noaobpehne 2g%% 18 32%%% 19
PDS: noaoBpeHue ot 26%%¥ 17 30¥#* 18
noxe 10%
ToHe 4 To4ku 10% 6 12%#* 6
noaotpeHue no ADAS-
Cog ¢ annca na
saouiaeaHe no CIBIC-
Plus n PDS

* p<0.05, **p<0.01, ¥**p<0.001

5.2 ®apmakokuHeTU4HN CBOWCTBa

AGcop6uus: Rivastigmine ce abcopbupa Gbp3o W HanbaHo. MakcuManHK MnasMeru
KOHUEeHTpaumMn ce AocTMral npubamsuteaHo caep 1 uac. BceneactBue  Ha
B3aMMOAEICTBMETO MY C TIPULLEAHUST EH3UM, YBEAWUEHWUETO Ha OUOHaAUYHOCTTa TpK
yBEAUUEHNE Ha A03aTa My e OKOAOo 1.5 MbTM NO-TOAAMO OF ouakeaHoTo. AGconloTHaTa
BUOHaAUYHOCT cAeA A03a oT 3 Mg e okoao 36%%13%. lNpuemsT Ha rivastigmine kancyau
Mo Bpemeé Ha xpaHeHe 3abaBa abcopbumata (Tmax) ¢ 90 MuRyTH, NOHWKEBa Cmax U
yeeanyasa AUC ¢ oxono 30%

Pasnpepenenne: Rivastigmine ce cBbp3Ba cnabo ¢ rnAasMeHuTe npoTenHyn —
npubansuteato 40%. To#t NpeMuHaBa AVMDEKTHO [MpPe3 KpbBOMO3bYHaTa Oapuepa n
ofemMbT MY Ha pa3npeAencHine € OT nopsaabka Ha 1.8 - 2.7 Vkg.

Metaboansbm: Rivastigmine ce metaboansmpa 6bp30 1 HanmbAHO (MAB3MEH MOAYXUBOT —
okono 1 vac), mppBOHa4YaAHO MOCPEACTBOM MeAMUpPaHa OT XOoAMHecTepasata XMADOAW3a
AC AekapbamuaupaH MetaboauT. In vitro To3u MeTaboauT nHxMbupa B MUHMMaAHa CTeneH
aueruaxoanHectepasata (<10%). Cnopea aaHuu OT nposeaeHKTe in vitro npoyusaHus,
KaKTo U MPOyUYBaHWA NP XUBOTHK, raaBhuTe uuToxpom P450 nsoeHsuMu ce BKAIOUBAT
MHOre cnAabo B Metaboamama Ha rivastigmine. ToTanHMAT naasMeH KAMPBHC Ha
rivastigmine e oxkono 130 I/h caea BeHosHO npuaoxenne Ha 0.2 mg u HamaasiBa Ao 70
I/h ches MHTPaABEHO3HO NPUAOKEHUE Ha Ao3aTa oT 2.7 mg.

Envmuuupade: Henpomener rivastigmine He ce OTKpuBa B ypuHaTta; TAGBHUAT MbT Ha
eAMMUHUpaHe e 6ebpeyHaTta ekcKpeuus Ha metaboautute, Caea npuem Ha beassan 14C -
rivastigmine, 3a 24 uaca e Guao otueteHo 6up30 u uanrocTHo (>90%) 6Gubpeyno
emmurmnpane, MNMo-manko oT 1% OT npuetata A03a ce ekcKpetupa ¢ ¢eueca. He ce
HabnlAaBa KymyaupaHe Ha rivastigmine nan wa pAekapGamuanparus my metaboauT npu
naumeHTn ¢ GoaecT Ha Anuxaiimep.

MauvienTh B HanpeAHana Bb3pact: [pu 3apaBu AcGPOBOAUM € Buaa oTUETeHa T0-TOARMa
GuonanmMyHocT Ha rivastigmine npu nauMeHTn B HanpeaHana Bh cpaBHEHWe ¢
MAGAM 3APABU AOBPOBOALM, HO TIPKU cTpaaatiuu oT BoaecT Ha




50 a0 92 roauvHu He ce HabalopaBa nNpomaHa Ha OWOHAAMYHOCTTE B 3a3BMCHMMOCT OT
Bb3pacTTa.

MaumuenTH ¢ YepHOAPOGHM HapywweHna: Cmax Ha rivastigmine e npubaunsntento 60% no-
Bucoko u AUC Ha rivastigmine e Haa 2 nbTM NO-BUCOKO Npu NauMeHTN C ASKO AO
YMEPEeHO HEPHOAPOGHO HapylleHWe CNPAMO 3APaBU MHANBUAK.

Mauuenty ¢ 6L6peunn HapymeHusa: Cmax v AUC ca Hap ABa MbTU NO-BUCOKW Npu
nauvueHT c ymepeHo 6bOpedHo HapylleHue B cpaBHEHME CbC 3ApaBU MHAWUBUAK, BCe
nak He ce HabaloaasaTt npomeru B Cmax 1 AUC Ha rivastigmine npu nauueHTH ¢ T€XKo

6b6pevuHo HapyweHue,

5.3 MpeaAKAMHUYHY AaHHM 3a 6€30MacHoCT

IpoyusaHMAa C MOBTapslla ce TOKCUMYHA A03a MPU MABXOBE, MULLKK K KydeTa nokasear
camo edeKTy, CBbpP3aHW CbC CUAHO YBEAMYEHO (apMakoAOrMuHO AeicTBue. He ce
HabAlOAABa KOHKPETEH TaPreTeH OpraH 3a TOKCMYHOCTTA. [1pu NpoyyBaHuATa C XWBOTHU
HE ca AOCTUIHATW FpaHuMuKTe Ha Oe3onacHOCT NpKU Xopa Mopaau YYBCTBUTEAHOCTTA Ha
W3NOA3BAHUTE XUBOTUHCKK MOAEGAN.

Rivastigmine He nokasBa myTareHeH edekT npwu in vitro 1 in vivo TectoBe, OCBEH MpH
TecToBe 3a XPOMO30MHM abepaliy B YOBEILKU nepudepHu ammdounty B Ao3a 104 vy,
npeBullaBalla MakCUMaAHaTa KAMHUYHA eKCnosuuma. In vivo MUWKDOHYKAEOTECTHT €
OTPULIATEAEH.

HAMa AaHHMW 33 KapLUWHOIEHHOCT B XOAa Ha NPOoy4YBaHus Npu MWULIKA W MAbXOBE B
MakKcMMaAnHaTa MOHOCKMMa A033, BbMPEKW Ye eKcrnosuumsaTa Ha rivastigmine u HerosuTe
MeTaboAUTH € MO-HMCKa OTKOAKOTO eKCrnoauuuaTa npu xopa. Korato ce npupasHi KbM
TeAeCHaTa MOBBPXHOCT, ekcrnosuuusita Ha rivastigmine w HeroBute wmetaboantn e
nNpUBAUSUTEAHO EKBMBAAEHTHa Ha MaKCMMaAnHaTa npenopbuBaHa AO3MPOBKa MpU xopa
(12 mg/aHeBHO); Bce Mak, KOraTto ce cpaBHABa C MaKCuManHaTa A03a [pW YOBEKa,
MOBULLEHUETO, AOCTUIHATO NP XUBOTHK € 6-KpaTHO.

Mpu xuBOTHM, rivastigmine npeMuHaBa nNpes nAaueHTaTa U Ce EKCKPETUpa B MARKOTO.
MpoyusaHuA ¢ MepopaneH npueM Mpu GpPeMeHHW NABXOBE W 3alillM He NpeanoAaara
Hanmuue Ha TepaToreHeH NOTEeHLMaA OT cTpaHa Ha rivastigmine.

6. ®APMALEBTMHHW AAHHUA
6.1 CnucbK Ha NOMOILHHUTE BELLECTEaA

Gelatin

Magnesium stearate
Hypromellose
Microcristalline cellulose
Silica, colloidal anhydrous
Yellow iron oxide (E172)
Red iron oxide (E172)
Titanium dioxide (E171)

6.2 DU3RKO-XUMHNUYKEN HECEBMECTUMOCTH

He ca n3gecTHu



6.3 CpoK Ha ropHOCT

5 roamnHwm

6.4 CneunanHu ycAOBUS Ha CbXpaHeHKue
Aa ce cbxpaHsBa npu Temnepatypa noa 30°C

6.5 Aanky 3a onakoBKarta

Bauctep ¢ 14 kancyan; npospavHa PVC noanoxka, nNokputa cbc CMHBO ¢oano. Beska
KYTUsl CbAbpXa 2 Oanctepa.

6.6 MMpenoptku npu ynorpeba

HaAma cneumansm YKa3aHWna.

7. me v appec Ha NpUTeXXaTead Ha paspelteHmneTo 3a ynorpeba

Novartis Pharma Services Inc.

Lichtstrasse 35,

CH - 4056 Basel,

Switzerland

8. Aata Ha NLPBO paspelieHyue 3a ynotpeba B Brarapus

04 ¢espyapwn 2000 .

9. PerucTpauyoHeH HoMep B peructbpa no ua. 28 3AAXM
20000040

10. Aata Ha nocAepHaTa peaaKltUs Ha TEeKeTa
30 oHn 2003 1.
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