EXELON® (rivastigmine)

Tebpau Kancyam / hard capsules 6 mg

KPATKA XAPAKTEPUCTUKA HA MNMPOAYKTA




1.TbPITOBCKO MME HA AEKAPCTBEHWSA NPOAYKT
Exelon hard capsules 6 mg / ExcenoH TBbpAU Kanicyan 6 mg

2.KAYECTBEH 1 KOANMUECTBEH CbCTAB
Beaka Kancyna cbabpxa rivastigmine hydrogen_  tarirate orropapsgul, Ha 6 mg
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Kancyau, TBbpAU.

BAn AU AEKO XBATEHMKAB Mpax B Kalcyha C YEePBeHO Kanadye WU opaHXeso TAAO, C
uyepBeH Haanuc “Exelon 6 mg” Bupxy THAOTO Ha KancyaaTa.

4, KANMHWUHU AAHHU
4.1 TepaneBTUUHM MOKa3aHUA
CumMnToMaTUYHO ASUEHMe HA AeKa A0 yMepeHa AeMeHLmA npu BoaecT Ha Anuxaimep.

4.2 Ao3vpoBKa M HauMH Ha ynotpeba

fpunoxeHue: NeueHnero TpabBa Aa ce 3anodHe W HabAAaBa OT AeKap. ¢ OnuT B
AMArHOCTMLMPAHETO M AEYEHMETO Ha AeMeHuuaTa npu Gonectta Ha Aauxanmep.
AvarHosaTa Tpsibsa aAa 6bae nocTaBeHa Cropes CbBpPeMeHHUTe Nperopbki. TepanusTa ¢
rivastigmine Moxe Aa ce 3anoyHe camo Mpu HaAMYUETO Ha YOBEK, KOWTO Aa CAeAM 3a
PEACBHMS NPUEM Ha AEKaPCTBOTO OT NalneHTa.

Rivastigmine Tpabea aAa ce npuemMa ABa NbTW AHEBHO, CbC CYTPEWHOTO W Be4epHO
XpaHeHe. Kancyaute TpAbBa Aa ce NOTALLLAT LeAU.

Hauanna AO3UPOBKA : ABA NbTU AHEBHO 1o 1.5 mg.

TuipupaHe Ha posarta : [pernopbUnMTeAHa HayaaHa Ao3a e 2 NkTh AHesHo no 1.5 mg. Mpu
A0Bpa MOHOCUMOCT Ha Ta3u AO3UPOBKa B MPOAbAXEHWE HaN-MaAKO Ha ABE CEAMWMLIM, TA
MOXe Aa Ce NOBUIINM A0 3 Mg ABa MbTU AHeBHO. [o-HaTaTbilHO MOBULABaHE Ha A03ara
A0 4,5 mg v B NOCAEGACTBME AC 6 ME ABa NMbTU AHEBHO, TPADBA ChLIO Aa ObAe OCHOBaHO
Ha AoBpa MOHOCMMOCT Ha MpueMaHaTa KsM MOMEHTa A03a M NoBUilaBaHe Ha A03aTa
MOXe Aa Ce NpeAnpuemMe Hall-Manko CAEA ABYCEAMUYHA TepanuA C OrNpeAeAeHa A03a.

B cayuait, Ye No BpeMe Ha AeueHue ce HabAIoAaBaT HeXenaHW ASKapCTBEeHW peakuum
(Hanp. rapeHe, NoBpblUaHE, KopeMHa Bonka nAM 3aryba Ha anetuT), KakTo ¥ NOHUXaBaHe
Ha TernoTo, € HeoBXOAMMO Aa Ce MPOoNYCHe TIPUEeM Ha eaHa MAM roBeue Ao3W. B cayyvaid,
Ue HeXEeAaHWTE AeKapCTBEHW peakuMu nepcucTupaTt, AHeBHaTa Aosa TpAbGBa Aa ce
TOHKM AO MPEAXOAHATA AO3UPOBKA, KOATo e Buna Aobpe noHacaHa 0T naunenTa.

Noaabpxalta acsa : EdexktuBHata Aosa € 3 A0 6 mg AHEBHO; 3a nocTuraHe Ha
MakKCUManeH TepanesBTHUeH edekT € HeoBXOAMMO nalueHTUTe Aa § eKyBaHi ¢

AO3a e 6 Mg ABa NbTWU AHEBHO.
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MoAALDXELIOTO AUEHME MOXE Aa MPOABAXM, AOKATO ce HabapaBaT TepanesTuyHu
MOA3XM 3a NaumeHTa. ETO 3allo KAMHMYHMTE MOA3K Ha rivastigmine Tpatsa apa Gbaar
MOAAGraHN MEepPUOAMYHO Ha NPeoUeHKa, 0CoBeHo NPy NaLMeHTH, AeKYBahu ¢ A034 Noa 3
Mg ABa NbTUW AHEBHO, TpabBa Aa ce pasrAeAa Bb3MOXHOCTTA 3a MpeycraHoBsiBaHe Ha
Tepanusita ako He ce Habalwaasa TepaneBTuueH edekT. VIHAMBMAYAAHUAT OTFOBOP KbM
rivastigmine He MoXe aa 6bAe NpeaBUAEH.

TepanesTMuUHUAT edexT He e Bua M3cAeABaH MpW MAALEB0-KOHTPOAMPaHN KAMHWYHY
ApoyuBaHMA 3a Noeeye oT 6 Mecela.

MoaHoBsABaHE Ha TepanuaTa: AKO ASUEHMETO Ce NPEKbCHE 32 MoBeYe OT HAKOAKO AHMU,
TepanuaTa TpAbGBa Aa ce NoaHoBM ¢ 1.5 mg ABa NbTK AHEBHO U A03aTa Aa ce TUTpMpa
KaKTO € onucaHo no-rope.

Ynotpeta npy naunenty ¢ 6b6peyny W yepHoapobHM Hapyllenus: [Topaan noeulieHa
eKcnosuuma npu 6ubpeunn U AEKU A0 yMepeHW uepHoapobHW Hapylwexwms, ce
ApenopbYBa TUTPUPAHETO Ha A03aTa CropeA WHAMBUAYaAHaTa NOHOCUMOCT A2 C& CASAU
BHUMAaTEAHO (BX. 5.2 QapmaKOKUHETU4YHW CBOWCTBA).

Aeua
Rivastigmine He ce npenopbyBa 3a ynotpeba nNpu aAela.

4.3 MNpotuBonoKazanuns

Ynorpebata Ha Exelon e npoTuBonokasaHa npu nauneHTu c:
- CBPBX4YBCTBUTEAHOCT KbM rivastigmine, KbM Apyru Npon3BoAHU Ha kapbamara MAM KoM
HAKOE OT MOMOLIHWTE BeluecTBa Ha TOBa AGKapPCTBO

- OCTPO Y4EPHOAPOBHO HapyWeHNe, Tbil KATO AKapPCTBOTO He & GMA0 M3CAEABAHO B Tasy
NOMyAaLms,

4.4 Crnieunanti NPOTUBONOKa3aHus U CHeLManH NpeaynpeXXAeHUs 3a ynotpeba

CreneHta Ha MofBa W OCTPOTATA Ha HeXeAaHUTe peakuuyu fo NPUHUMIT HapacTsa ¢
YBeArYyaBaHe Ha AosaTta. AKO AeveHneto Gbae NPeycTaHOBEHO 3a MOBEYE OT HAKOAKO AHW,
To Tpa6Ba Aa ce Bb30HHOBU ¢ 1.5 mg ABa NMbTH AHEBHO, 32 A3 C& NMOHMWXW PUCKa OT NosBa
Ha HeXenaHu peakuuu (Harip. nospbluaHe).

TuTpupaHe Ha AO3aTa: HeXenanu peaxkuuu (Hanp. XMNePTOHWS, XanoUWHauumn) ce
HabAloAaBaT CKOPO CAeA YBeAUuyaraHe Ha Aosarta. Moxe Aa ce NOBAUAAT MOADKMUTEAHO OT
noHuxaBaHe Ha Ao3aTa. B aApyru cayuaw, tepanusita ¢ Exelon e 6una npeycraHoBeHa (BX.
4.8 HexenaHn AeKapCTBEHUW peaKkuumn).

Bb3MOXHO € A3 Bb3HWKHAT racTPOMHTECTMHaANY HapYLLIEHWA KaTo rajeHe U noppbillaHe
ocofeHo MpuW 3ano4yBaHe Ha AeveHWeTo W/MAWM MoBMLIABaHE Ha Ao3aTa. HexeaawuTe
peakuMu ce HabAAABaT MO-UeCTo npu Xeru. Mpy naumeHTTe ¢ HonecT Ha AaLxanmep
MOXe Aa Ce MOHMXM TErAoTo. XOAMHECTepasHuTe MHXMBUTOPY, BKAIOUMTEAHO rivastigmine,
ce CBhp3BaT Cbe 3aryba Ha TErnOTO Mpw Tesw NauneHTH. (Mo Bpeme Ha TepanusTa TpR6ea
Aa ce HabAloAaBa TEFAOTC Ha NauueHTuTe.

Kakto u npu Apyrure XOAMHOMMMETULIM, € HeOoOXOAMMO MOBULIEHO BHWMaHME Mpw
npuaaraneto Ha Exelon npu nauueHTM cbC 3abonABaHe Ha CUHYCOBUS Bb3EA UAK

HexenaHn AGKapCTBEHW peakuuu).




MNMoaobHO Ha ApyruTe XOAMHEDPIMYHWM AekapceTBa, rivastigmine Moxe Aa MpUUKHK
NnoBuLIEHa CTOMallHO-KUCEAUHHa ceKpeums. HeobBXOAMMO e MOBULISHO BHUMaHWe npw
nauneHTM ¢ aKiMBHa f3Ba Ha CTOMaxa WAM AYOAGHYMa M NpM  NALMEHTY,
NPeAPa3NOAOXEHW KbM NOACOHKU CbCTOSIHUS.

XoAnHecTepasHMTe MHXMBUTOPK TPAGBa Aa ce NMpuAaraT ¢ BHMMaHWe Mpu NauneHTn ¢
aHaMHe3a 3a acTMa AW oBCTPYKTUBHIK BenoApobHU 3aboanBaHus.

XOAMHOMUMETMLINTE MOXE Aa TIPEAU3BUKAT WAM WSOCTPAT YpuHapHa OBGCTPYKUWS |
npunaabiy. [penopsusa ce NOBUIIEHO BHUMaHWE NPV MaUMEHTH, MPEAPA3NOAOKEHN

KbM MOAOBHN CbCTOSHUA.

Ynotpebata Ha rivastigmine npu nauweHTM ¢ Texxa AemeHuMA npu GopaecT Ha
Anuxaiivep, ApYr TUI AEMEHLMA MAM APYTW BMAOBE NaMeToBW HapyulleHua (Hanp.
CBbP3aHO C Bb3pacTia KOrHUTUBHO OTKACHEHWE) He e BMAa npoyysaHa.

MoacBHO Ha ApyruTe XOAMHOMMMETMUM, rivastigmine MOXe Aa NMpeausBUKa MAM AA
3aCMAM  eKcTpanupamuAaAHWTe CUMITOMM, BKAKUUTEAHO U Ad AOBEAE AC BACLUaBaHe Ha
nauneHTuTe ¢ 6oAeCT Ha [TapKUHCOH,

4.5 AekapcTeReHN 1 APYTH B3a¥MOACACTBUS

Kato xonunHecTepaseH uHxwbutop, rivastigmine moxe aAa uWHAyuMpa edekTUTe Ha
MYCKYAHUTE PEAAKCAHTI OT CYKUMHUAXOAMHOB TUM NO BpeMe Ha aHecTesus.

Vimaiikn npeaBua dapmakopumHamuynute My edexty, rivastigmine He Tpsbsa Az Obae
npuAarad eAHOBPEMEHHO C APYTWM XOAMHOMUMETUYHMW AeKapcTea; rivastigmine moxe aa
OKaXe BAMAHNE BbPXY 8KTVBHOCTTa Ha aHTMXOAVHEPIMYHUTE AeKapcTBaa.

He ca HabaoaaBaHW dapMaKOKMHETMYHMW B3aUMOARCTBIUA MeXAY rivastigmine v digoxin,
warfarin, diazepam wau fluoxetine B npoyuBaHus npu  3apaBu  AOBPOBOALN.
YBenuueHneto Ha NnpoTpomMGBUHOBOTO BpeMe, MPeAn3BUKaHo OT warfarin He ce NoBAMABE
OT npMema Ha rivastigmine. He ca HabaoaaBaHu HebAaronpuATHY ederTU BbPXY
CbpaeYHaTa NPOBOAMMOCT CAeA eAHOBpeMeHHa ynotpeba Ha digoxin u rivastigmine.

Cnopea wmetaboanama Ha rivastigmine e wmanko BeposiTHO Aa ce Habawoaasar
MeTaboOAUTHU AeKapCTBEHW B3aMMOAESICTBUS, BuMpeku ue rivastigmine moxe aa
nHEXMbupa OyTMPUAXOAMHECTEpa3a-Meanpanna MeTaboAn3bM Ha APYTU AeKapCTBa.

4.6 bpemeHHOCT U KbpMeHe

BpemeHHocT: HAMa kAMHWYHM AaHHU 3a yrnoTpeba no Bpeme Ha OpemeHHocT. He ca
HabAloAaBaHM TIPOMEHM B DEMNPOAYKUMOHHUTE GYHKLUM, PasBUTUETO Ha eMBpuoHa “
nAoAa MPW MABXOBE W 33UV, C USKAIOUEHME MPU AO3U CBLbp3aHW C TOKCUUHOCT MpK
malkata. B nepu- u noctHataaHu npoyyBaHus ¢ NAbXOBe ce HabAloAZBa yBeAnUYeHUe Ha
recTauMoHHoto Bpeme. Rivastigmine He TpAGBa Aa ce M3NOA3Ra N0 Bpeme Ha
B6peMeHHOCT, OCBEH aKo He & abCOAIOTHO HEOBXOAUMO.

Kupmene: Mpu xmnsoTHy, rivastigmine ce ekckpeTupa B MASKOTO. He e ycTaHOBEHO Aanun
rivastigmine ce ekckpeTupa ¢ MaiuMHOTO MASKO MPU 4YOBeka, MOpaAu KOETO MauMeHTKy
ABKyBaHMU ¢ rivastigmine He 6vBa Aa KbpMAT.

4.7 Edekrn Bopxy cnocobHocTTa 3a IopupaHe u pabota ¢ Mallk



BoaeciTa Ha AALXaltMep MOXe A3 NPeAUSBUKA 3HAYMTEAHO HapylleHWe Ha cnocobHocTTa
3a wodupaHe naum pabota ¢ mawmnHu. OcBeH ToBa, rivastigmine mMoxe Aa NpeAnseuka
3amanHOCT U CbHAMBOCT, FAGBHO MPY 3aNQ4YBaHe Ha AeYeHUeTo MAM NpY yBeAMYaBaHe Ha
posata. ETo 3awo, cnocobHoctra 3a wodupaHe Man pabota ¢ MawWuHKU NPU NalmneHtm
cTpaaaw o1 BoaecT Ha Aauxalimep TpsibBa PEAOBHO Aa Ce foaAara Ha OLEHKa OF
AEKYBalWIUsA AeKap.

4.8 HexxenaHu heKapcTBeHN peaKuui

Hait-uecto AOKAGABaHUTE HexenaHU edeKTv ca CTOMalHOUpPEBHM, BKA. raaere (38%) u
noepbllane (23%), ocobeHo o Bpeme Ha TUTpupaHe Ha pAosata. [TauleHThTe OT XeHCKW
MOA B XOA3 Ha KAMHWYHM TMpoy4YBaHMs MOKaseaT no-roAAma MOAATAMBOCT Ha
racTPOMHTECTUHAAHW HeXeAaHM peakuyvmn 1 3aryba Ha Terno Cripamo MauueHTUTE MbXe,

ChepHUTE HEXEeAaHUTe peakuun, nsbpoenn B Taba. 1, ca BUAM YCTaHOBEHMN KaKTO B X0AR
Ha KAMHUYHK npoyusakns ¢ Exelon, Taka n caea BbBeXAaHeTo Ha Exelon B ynotpeba.

Tabaupa 1%

Mudekunn u nudecrainn

e YpuHapHa uHdeKums MHoro psaaxo

MeuxuaTpuiHy HapymeHus

e TpeBoXHOCT Uecto

e (ObbpkaHoCT Uecto

e bBescthue He yecto

» Aenpecun He uecto

s XanoumnHaimu MHoro paako

HapyweHnua B HepBHaTa cucrema

e 3amasiHocT Muoro uecto
» [naBobBonaue UecTo

e (CbHAMBOCT UecTo

e Tpemop Hecto

e CuHkon He yecto

e [lpunaasum Paako

EKCTpanvpamMmaHy CUMMITOMMU (BKA.
BAOlWIABaHE npu 6oAecT Ha MMapKUHCOH)

Muoro prako

CbpAEUHOCHAOBN HapylueHns

Angina pectoris

Paako

e Cbpaeunn aputmun (Hanp. 6pasrkapans,
aTpuoseHTpUKyAapeH BAOK, MPeACPAHO

MHoro psaako
MBbXAEHE W TaxmnKapAua)

CbaOBU HapyweHus

e  XUMNEepPTOHUA




CTomamHo4YpeBHN HapyeHus

o [apeHe . MHoro yecTo
e [loBpbluaHe MHoro wecto
s  Anapus MHoro yecto
e 3aryba Ha anetut MHoro vecto
e KopeMHMn BOAKM U AUCHENCUS Uecto

e CromawiHa U AYOAEHAAHA A3Ba Pasko

e CromallHOYPEBHU KDLBOWU3AMBM Muoro psiako
e [lankpeatut MHoro paako

UepHoapo6GHO-6L0peUHN HapylueHus

¢ [losuileHne Ha YepHOAPOBHUTE MHoro paako
GYHKLUMOHaNHN TECTOBE

KoXXHM ¥ NOAKOXXHN HapyleHns

e [lOBMLWEHO NOTOOTAEAAHE Uecto

e Q6puenu Praxo
06K HapylueHns

e  YMOpPAEMOCT U acTeHus UecTo

¢ [Ipuaowaeane Yecto

e  MHUMASHTHM NasaHnA He uecto
fpoyuBanus

e 3aryba Ha Terao YecTo

*HexenaHuTe peakuMu ca NPeACTaBEHM MO YecToTa, OT Hal-4ecTu KbM MOo-PeAKn Cropes
cAeAHaTa Kaacudukaums: MHoro uectn (>1/10); vectm (>1/100, <1/10); He uectn
(>1/1000,<1/100); peaku (>1/10000, <1/1000); mHoro peaku (< 1/10000), B TOBa
YUCAQ M3OAMPAHUN CAY4aM.

4.9 FNpeaosnpate

Cumnromu: [loBeuyeTo cayvau Ha npesosupaHe He ca OUMAU CBbP3aHW C KAMHWUYHO
3HAUMMK TPOABM WMAM CUMMTOMM, B PE3YATAT Ha KOETO MPW NOYTW BCUUKK NaLMeHTH
AeyeHKeTO ¢ rivastigmine He e Buao nipeycraHoBeHo. HabaloaaBahuTe NPoORBK ca raseHe,
NoBpLILAHE, AMAPUA, XUIMEPTOHUA W XaaioukHauuu. [opasn BarOTOHMUHATa aKTMBHOCT
Ha XOAMHEecTepasHUTE MHXMBUTOPU BLPXY CbpAEYHATa YECToTa, MOXEe A2 Bb3HMKHAT ChLUo
OpaauKapaua W/MAM cuHkon. B eamH cayuali 6uam norsAHatv 46 mg Exelon; caea
NMPOBEAEHO KOHCEPBaTUBHO ASUEHME, NAUMEHTLT CE € Bb3CTAHOBUA HaMbAHO B pamkuTe
Ha 24 vaca.

AeueHune: Tvli KaTo nNAasMeHUAT MOAYXMBOT Ha rivastigmine e okono 1 uac, a
NPOABAKUTEAHOCTT2 Ha WMHXMOMpaHe Ha aueTMAXOAMHeCTepasaTa e rg=ygca, ce
npenoptLuBa B CAy4YawTe Ha Ge3CMMATOMHO MPEAO3UpaHe, Aa He e@iﬁa ’”ﬂo_;\&osa
rivastigmine npes caeaBawmte 24 yaca. Fipu npeaosnpaHe ¢ rtpog.s__g}*/ %g\.gg%% S
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noBpbLaHe 611 MOrAO A3 Ce NPUCTBIM KbM MPUAAraHe Ha aHTUEeMETUUYHK cpeacTBa. [1pw
HEeoBX0AMMOCT 6M MOrAO A3 Ce MpeAnpueMe CUMINTOMATMYHO AeuveHWe Ha Apyrure
HEeXenaHn peakumu,

MNpu TEXKO NnpeacanpaHe MOXe Aa Ce NMPUACKK aTponvH. [lpenopbusa ce HayanHa Ao3a
0.03 mg/kg atponuH cyndaT C MNOCAepBallM AO3W B 3aBUCUMOCT OT KAMHWUYHOTO
nosausiBaHe. He ce npenopbuBa ynorpefaTta Ha CKOMOAaMWH KaTo aHTUAOT.

5. PAPMAKOAOTI'MUHN AAHHW
5.1QapmakoaMHaMUYHKU CBOCTBa
dapmakoTepaneBTMyHa rpymna: aueTMAXoAnHecTepasHn nexubutopu; ATC koa: NO6DAO3

Rivastigmine e auetua- u OGyTUPUMAXOAMHECTEpAa3eH WHXMBWTOP OT rpynara Ha
KapbamaruTe, 3a KOWTO ce NPUEMa, 4 YAECHABa XOAMHEPrnuHata HeBPOTPaHCMMUCUS,
nocpeacTBoM 3abapsiHe pasfhaja Ha aUETWAXOAWH, OCBOBOAEH OT XOAMHEPrUyHWTE
HEBPOHU CbC HemnpomeHeHa ¢yHKuMA. o To03W HauumH rivastigmine moxe aAa nmoaobpu
XOAMHEPrMUHO MeanMpaHaTa KOTHUTMBHA HEeAOCTaTbYHOCT NpK BoAeCT Ha AaLxaimep.

Rivastigmine B3aumoaAeiicTBa ¢ NpULEAHWTE €H3UMK, Kato obpasyBa KOBaAEHTHO
CBbp3aH KOMIMAEKC, KOMTO BPEMEHHO Ae3akTuBMpa eH3uma. Tlpu 3apaBu MAAAV MbXe
nepopanHa Ao3a 0T 3 Mg MOHMXKaBa akTMBHOCTTa Ha auUeTMAXOAMHecTepasaTa B
uepebpocnuHanHata TeuHocT ¢ npubavsutenHo 40% npes nbpeute 1.5 uaca chea
npuema my. AKTMBHOCTTa Ha €H3MMa Ce Bpbila KbM W3XOAHaTa CTOMHOCT OKOAO 9 yaca
CAGA MOCTUraHE Ha MakcumanHusa uHxubutopen edekr. [Mpu naumeHTH ¢ Bonect Ha
Anuaxiimep, MHXUOUPaHeTo Ha aLeTUAXOAMHecTepalaTa B uepebpocnuHanHata TeuyHocT
oT rivastigmine e pososaBucUMO Mpu Npuem A0 6 Mg/ABa NbTW AHEBHO, Hal-BMCOKaTa
npoyusaHa Aosa. MuxubupaHeto Ha  OYTWAXOAMHECTepasHaTa akTMBHOCT B
uepebpocnuHanHara TeyHocT Ha 14 nauuweHTa ¢ GoAecT Ha AnuxalmMep, AekyBaHU ¢
rivastigmine, e nopo6HO Ha ToBa NpW aUeTUAXOAMHECTepasaTa.

KaunnuHy npoyusakus

EdexrnBHocTTa Ha rivastigmine e ycrtaHoBeHa € MOMOlUTa Ha TPW He3laBUCUMW,
crieunduuHM  NoKasaTens, KOWTO Ce [POCAeASBaT MEPUOANYHO [pe3 ©6-MeceuHn
nHTepsann Ha Tepanus. Te BraousaT: ADAS-Cog (Alzheimer's Disease Assessment Scale
- TecT OCHOBaBalll ce Ha OLEHKAa Ha NOBEASHMETO, KOWTO M3mepBa KOFHWUTUBHUTE
obaactn; CIBIC-Plus (Clinician Interview Based Impression of Change-Plus -
3apbAGoueHa 061La OUeHKa Ha Aekaps 38 CbCTOAHUETO HA MauMeHTa, B KOATO C& BKAIOYBaE
N CbAEMCTBUETO Ha GoaHoraeaaua); PDS (Progressive Deterioration Scale - oueHka Ha
BOAHOIAEARYE 32 EXeAHEeBHWTe AeVMHOCTM Ha MauMeHTa, BKAloUBaWaA AWYHa XUIUeHa,
xpaHeHe, obAnuaHe, AOMallHU 3aAbAKEHUSA - NasapyBaHe, 3anasBaHe Ha cnocoBHocTTa 3a
opueHTUpaHe B 06cTaHOBKaTa, KAKTO U BKAIOYBaHE B AEMHOCTU, CBbP3aHK C GUHAHCK).

PesyATaTUuTe Ha NauMEHTH CbC KAMHMUYHO 3Ha4YMM OTrOBOP Ha TepanusTa oT ABE OCHOBHMU
npoyyBaHus C TMPOMEHAMB AO30B pPeXuM, OT 06O TPM OCHOBHM 26-CEAMMYHY
MYATULIEHTDOBM MPOYUBaHUA NPU MAUMEHTH C AEKa A0 YMEpEeHa AeMeHLMA npu Sorect
Ha AAnlxaliMep ca npeactaBeHu B Tabamua 2. KAMHMYHO 3HaUMMOTO noascbpeHne npu
Tesu npoyusaHun ce aedpuHupa a priori kato NoHe 4 Touku noacbpernune rno ADAS-Cog,
noaobperue no CIBIC-Plus nan noHe 10% noaobperune no PDS.

B tafauuarta cblio Taka e npeaAcTaBeHa post-hoc aeduHuuma H
oTroBop. BTopuuHOTO AedpUHMpaHE HA KAMHWYEH OTFOBOP W3UCKB
noeeve Toykn nopobpenne no ADAS-Cog, aunca Ha BaolaBaHe
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Ha BaolaeaHe no PDS. Cpeanata AHeBHa A03a Ha rpynara ¢ TepanesTuyeH OTroBOop Ha
6-12 mg, cboTBeTCTBalla Ha Tasu AeduHuuMA e 9.3 mg. BaxHo € pa ce otbenexm, ue
TOBa [OKazaHWe Bapupa W FPEeKU CpaBHEHWA Ha pesyATaTMTe 3a pPasAnyHuTe
TepaneBTMYHY areHTU He Ca BaAMAHMK.

Tabauua 2
NauvenTn ¢ KAMHNUHO 3pauunt oTroBop (%)
Intent to Treat Last Observation Carried
Forward
Crenen Ha Rivastigmine | Placebo | Rivastigmine Piacebo
TepaneBTUYeH OTroBOp 6-12 mg 6-12 mg
N=473 N=472 N=379 N=444

ADAS-Cog: noaobpenue 21%%% 12 25%%* 12
noHe 4 To4KN
CIBIC-Plus: noaobperne 29%xE 18 J20%%% 19
PDS: nopobpenue ot 26%%* 17 30#%** 18
noHe 10%
MoHe 4 TouKwK 10% 6 12#%% 6
noaobpenne rio ADAS-
Cog ¢ aunca Ha
BaowasaHe nio CIBIC-
Plus n PDS

* p<0.05, **p<0.01, **p<0.001

5.2 QapmaKkoKMHETHYHY CROMCTBA

A6copbuus: Rivastigmine ce abcopbupa 6bp30 M HambAHO. MakcUManHW MAasMeHu
KOHUeHTpaumMnm ce pocturat npubauauteaHo caep 1 yac. BeaeacTBue  Ha
B3aMMOAGINCTBMETO My C MPULEAHUS €H3WUM, YBEeAW4EeHWETO Ha OUOoHanUYHOCTTa Mpw
YBEAKUEHWUE Ha A03aTa MY € OKOAO 1.5 mbTu Mo-roAfMo oT odaksaHoTo, AGCoAloTHATa
6MOHAAMUHOCT CAEA A03a OT 3 mg e okono 36%+13%. MNpuembT Ha rivastigmine Kancyau
no Bpeme Ha XpaHeHe szababsi abcopbumAta (Tmax) ¢ 90 mMuHyTM, MoHUXaBa Crpax M
yeeanyasa AUC ¢ okono 30%

Pasnpepaenenue: Rivastigmine ce cBbpsBa carabo ¢ naasMeHUTe MPOTEMHW —
npubanantearo 40%. Toll npemuHaBa AMPEKTHO Npes KpbBomosbyHata Gapuepa K
obeMbT MY Ha pasnpeaAencHue e oT nopAsbka Ha 1.8 - 2.7 I/kg.

MeTtaboamusbm: Rivastigmine ce meraboansmpa 6bp30 M HanbAHO (MAa3MEH MOAYXMBOT —
oKono 1 yac), MbpBOHaYanAHO MOCPEACTBOM MEAMMPaHa OT XOAMHECTepasata XMAPoAU3a
A0 AekapBamuanpad metaboauT. [n vitro Tosn meTaboAnT MHXMOUPa B MUHUMaAHA CTerneH
aueTuaxonmHecTepasata (<10%). Cnopea AaHHM OT npoBeaeHuTe in vitro npoyusaHus,
KaKTO W NPOYYBaHUsA MPW XWBOTHKM, FAaBHUTE uutoxpom P450 mnzoeHsnmu ce BralouBat
MHOTo cnabo B meTaboamama Ha rivastigmine. ToOTaAHMAT MAasMeH KAWPBLHC Ha
rivastigmine e okoao 130 I/h caep BeHosHo npuaokeHune Ha 0.2 mg n Hamanaga ao 70
I/h cAep MHTPaBEHO3HO NPUAOXEHME Ha Ao3aTa oT 2.7 mg,

Eanmuuupane: HenpomeHeH rivastigmine He ce OTKpUBa B ypuHara; [
enMMUHKpaHe e 6ubpeuHata exckpeuma Ha metaboanTute. Caep npue
rivastigmine, 3a 24 uaca e 6uA0 oT4YeTeHO ObP30 W UAAOCT
enmmuHmpane. flo-manko ot 1% OT npueTata A03a Ce eKCKpe
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HabaioaaBa KyMyAMpaHe Ha rivastigmine nan Ha aexapbaMuaupaHdusa My MeTaboanT npu
nauueHTr ¢ 6oAecT Ha AaLXanmep.

MaunenTy B Hanpeakana BbapacT: pu 3apaBu A00poBOALYM € Bunaa oTyeTeHa No-roAAma
6uoHaanyHoCT Ha rivastigmine npu nauwveHTM B HanpeAHasa Bb3pact B CpaBHEHWe C
MAAAN 3apaBU AOGPOBOALIM, HO NPYU CTpaAalin oT BoAecT Ha AauxakmMep Ha BBL3PacT OT
50 a0 92 roaMHM He ce HabaoaaBa NpomsHa Ha OUOHaAMUYHOCTTa B 3aBUCKUMOCT OT
Bb3pacTra.

NaunenTn ¢ uepHoapo6HK Hapywenun: Cr.x Ha rivastigmine e npubaunsurearo 60% no-
BUcoKo M AUC Ha rivastigmine e Hap 2 nibTW NO-BMCOKO NPU NAUKEHTU C ASKO AO
YMEPEHO YePHOAPOOHO HapylleHne CNPAMO 3APaBU UHAUBUAN.

MaunenTy ¢ 6b6peusn HapyweHus: Cnax M AUC ca Hap ABa NbTW MO-BUCOKM Mpy
naumMeHTn ¢ ymepeHo ObOpeuHo HapylleHMe B CPaBHEHME CbC 3APaBu MHAMBUWAW; BCE
nak He ce HaGalaaBat npomeHu B Cmax M AUC Ha rivastigmine npu naumeHt ¢ TEXKO
666peyYHO HapylleHue.

5.3 MpeakanHUUHKM paHHYK 3a 6e3onacHocT

flpoyuBahuA C roBTapsAlla ce& TOKCHMUHa A03a MPU MABXOBE, MULLIKK W Ky4yeTa nokassat
camo edeKT, CBbP3aHM CbC CUAHO YBeAanveHo dapmakoacrMyHo aeincreue. He ce
HabAIOAZBa KOHKPETEH TAPTeTeH OpraH 3a TOKCUYHOCTTA, [1pK npoy4YBaHusATa C XUBOTHU
He ca AOCTUIHATW FpaHuMuMTe Ha Be30MacHOCT NpU Xopa NopaAM UYBCTBUTEAHOCTTa Ha
MN3NOA3BaHMTE XUBOTUHCKIA MOABAK.

Rivastigmine He nokasea myTarenHeH egekt npu in vitro 1 in vivo TecToBe, OCBEH Npwu
TECTOBE 3@ XPOMO30OMHK abepaumnn B YoBetlkn nepudepHu anmdountu B poza 104 nuth,
nMpeBmllaBalla MakKCUManHaTa KAMHMYHa eKkcrnosuuma. In vivo MUKPOHYKAEOTECThbT €
oTpULATEAEH.

HAMa AaHHM 32 KapUMHOIEHHOCT B XOAa Ha MNPOYy4YBaHWsA NPW MULIKWM W NABXOBE B
MaKCUManHaTa NoOHOCKMMA A03a, BbIIPEKM Ye eKCenosuuuaTa Ha rivastigmine u Herosute
MeTaboAUTH e MO-HUCKA OTKOAKOTO eKcrosuumAta npu xopa. Korato ce npupasrHM KbM
TenecHaTa MOBbPXHOCT, EKCnosuuMAaTa Ha rivastigmine u HeroBute metaboautn e
NpUBAN3UTEAHO EKBMBaAeHTHA Ha MakcUMaaHaTa npenopbyBaHa AO03WPOBKa Mpu xopa
(12 mg/aHEBHO); BCE MaK, KOrato Ce CpaBHABA C MaKCHMManHaTa A03a NpW UYOBEKa,
NOBUILEHWETO, AOCTUTHATO NPW XUBOTHKU € H-KpaTHo.

[Mpw XxMBOTHM, rivastigmine npemuHaBa npe3 nNaauLeHTata U Ce eKCKpetupa B MASKOTO.
MpoyuyBaHMs ¢ nepopaneH MNpueM Mpu OpPeMeHHW NABXOBE U 3alluM He NpeAnoAara
HaAuune Ha TepaToreHeH NoTeHUMaA OT cTpaHa Ha rivastigmine.

6. PAPMALEBTUUHU AAHHU

6.1 CriuchbK Ha NOMOLLHUTE BElULeCcTBa

Gelatin

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




6.2 QUINKO-XUMHWYHN HECHLBMECTUIMOCTY

He ca usBecTHKW

6.3 Cpok Ha roaHoct

5 roanHu

6.4 CneupanHy yCchoBUS Ha CbXpaHeHue

Aa ce cbxpaHsaBa Npu Temnepatypa noa 30°C

6.5 AaHHK 3a oltakKoBKaTta

Bancrep ¢ 14 kancyau; npospauna PVC noanoxka, nokputa cbC CMHLO doano. Beska
KyTUA CbAbpXa 2 6ancTepa.

6.6 lMpenopbku npu ynotpeba

Hama crieliMansu ykasaHus.

7. e n appec Ha npUTEXaTens Ha paspelleHneTo 3a ynoTpeba

Novartis Pharma Services Inc.

Lichtstrasse 35,

CH - 4056 Basel,

Switzerland

8. AaTa Ha NbpBO paspelieHne 3a ynorpebda B Buarapus

04 deBpyapu 2000 .

9. Peructpanonen Homep B perncropa no ua. 28 3AAXM
20000037

10. Aara Ha nocneapHaTa pepakuus Ha TEKCTa
30 1oHKn 2003 .
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