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2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Besxa dunmvupana tabnetka cpappia 10,44 mg noHenesunos Xunpoxiopun MoHOXuapar (donepezil
hydrochloride monohydrate), xoiTo croTBeTcTBa Ha 10 mg noHenesnnor xugpoxnopun (donepezil
hydrochloride), exsusanentes Ha 9,12 mg nonenezun (donepezil).

TloMOIIHY BelrecTRa:
Besxa pumvupana rabneTka coaspka 182 mg naxrosa.

3a nBJAHEMS COHCEK Ha IIOMOIMHHTE BEINEeCTRa, B, TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
dumvupasa TabaeTka.

Benu, kpprny, ABOHHO-A3IBKHAIH (riiMupany TabneTKH, o3HaueHH ¢ Hagmic DYEI or equara ctpana
n 10 ot gpyrara ctpana.

4. K/IHMHHIYHH JAHHH
4,1 TepaneBTHYHH NOKAIAHHA

Jonenesun I'eHepHKOH Ce U3MON3BA 33 CHMITOMATHIHO JIEUSHHS HA leKa IO yMepeHa dopMa Ha
IeMeHLHs Hpu DonecTTa Ha AmixaiiMep.

4.2  To3npoBxa H HAMHH HA MPHJIOKenWe

B’BSQ&CTHH / NManyeHTH B HanpelHala BE3pact

JleuenreTo 3ano04Ba ¢ 403a 0T 5 mg AHeBHO (eqHokpaTer nprenm). JdoHemesnn 'enepukon TabreTky
TpsAOBa fa ce IpyeMaT IepopalHo, Beuep rpenu jsrase, Jozata oT 5 mg nuesno Tpabea ma ce
IIPHNAra IOHe 3a eIMH Mecell, 3a Ja MOXe [a ce HAIpaBH Hali~-paHua ClleBKa Ha edekTa OT JeUSHAETO
M Aa ce JOCTHIHAT PABHOEECHY KOHIEHTPAIMH Ha NOHEIe3WIOR XHAPOXIOPpHA. CIen karo ce HalpaBsy
KINHAYHA OlleHKA Ha eJHOMeCedHOTO JIeYeHUe ¢ JI03a 5 mg/aen, [103aTa Ha AOHEesHIoR
XHIPOXJIOPHA MOXKe Ja ¢e moBuH A0 10 mg/nen (equoxpareH npueM), MakcuMalHaTa
TpenopEINTENaa JHEBHA no3a € 10 mg. ITpunoxeHHeTo Ha No-BHCOKH fo3K oT 10 mg/neH He ¢
A3C/IeBaHO B KITHHHYHH IpOyYBaHHs.

HpH JO3H, KOHTO HE Ca B'B3M0}I{HH/HpHJIOH{HMH C TOBa KONMUYECTBO Ha aKTHBHOTO BELICCTRO B 1030BA
¢IUHNIE HMa (l)OpMa Ha TO3M IMPCAYKT € ApYr'o KOMHYECTBO Ha aKTHBHOTO BENIECTEO B AO30EBATA
SINHHALA.
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TepaneeTHYHaTa No/A3a OT NOHEHIS3WIOE XHUAPOXIOPpH TpﬂGBa PEIOOBHO A2 onne ouensasana. Korato
BeYe HAMa JAHHH 34 TePancBTHYECH ec[)elc'r, TPHGBa Ja c¢ [TIOMHCIIH 3a NPEKECBaHe Ha JICYCHHETO.
I/IH,E[I{BH,HY ATHHUAT OTIOBOP KBM JOHEIC3IHAOBAA XHAPOXJIOPHUA HE MOXE 1a 6'1':,118 IPSABHUIEH.

HPPI MPEKBCBAHE HA JICYEHHUETO C& HabMI0aBa MOCTENEHHO H3Ye3BaHe Ha Onar ONPHATHUTE e(l)eKTPI Ha
ACHEMCIHNOBHA XHAPDOXIOPHA,

BxGpeuna u uepHoapotHa HeTOCTATEYHOCT
HOJIOGH& CXema Ha ,uosnpaHe MOXKE 14 ce nplmara H IIpH NanueHTH C 6’56})8‘-1]1& HEIOCTATEYHOCT, Thi
Kato KIHPTHCA Ha JOHeNe3’nIIOBHS XI/IILPOXJ‘[DpH,H, He ¢e IMOBIHABA OT TOBRA ChCTOIHES

ITopams BE3MOMKHOCT OT HapacTBaHEe HA KOHNEHTPAUMHTe Ha JEKAPCTBEHHAS NPOAYKT B CAyYAHTE HA
JIexa JIo CPeAiHO TewKa YepHoApoOHa HeAOCTATEHHOCT (BXK. pa3zen 5.2), MOBMIIABAHETO Ha J03aTa
TpabBa Ja cTaBa B 3aBHCHMOCT OT HHIAWBHAYaJHATa HOHOCHUMOCT HiMa maHHH 32 IPHIOKeHHe TIPH
MALMENATH ¢ TeKKA YSPHOIPOOHA HeIOCTATBYHOCT.

€la 1 IOHOIIYH

He ce npenopeyea ynotpebara Ha JloHenesnn I'eHepHKOH IIPH Aelia H FOHOMIA.
4.2 IIporHBONOXA3AHHA

HeKapCTBEHHHT NPOAYKT € IMPOTHBOIIOKAZCH IIPH NANHEHTH ChC CBPBEXYYBCTEHTCNHOCT KBEM
JOHENE3WICE XUIDOXNOPU A, MHIIEPHIHHOEH NPCHU3BOAHHA HIH KEM HAKOE OT NOMOLIHHTE BECLIECTEA.

4.3 CoeunanHn HpeRynpesAeHIs i MPSANA3IE MePKH IPH ynoTpeda

He e npoyHBaHO HPHIOKEHHSTO HA NOHETICINIOB XUAPOXIOPHL TIPH MALHEHTH ¢ TEKKA JeMEHLIH
npu GonecTTa Ha AnlXalMep, ApyTH THIOBE eMeHLIHA UK IPYTH TUIOBE pa3cTPOHCTRA HA MaMeTTa
(Hanp. BR3pACTORO HapyllaBaHe Ha KOTHUTHBHNTE (DYHKI(IH).

AHectesus
JoHene3u0OBHAT XHAPOXIOPHL, KaTO XONAREcTepaseH MEXHOHTOP, MOXKe Aa 3ackHiH edexTa Ha
CYKITMHIIXOHHOBHTE MHOPEJIAKCAHTH N0 BpeMe Ha of1a aHecTesns.

Crpevo-chIOBH 3800IBAHIS
Topagm $apMakonormHOTe 1 AelCTBIE, XONHHECTEPATHITE HEXHOUTOPH MOIaT Ja HMat

BaTOTOHHYEH e(hekT BEPXY ChpreusaTa uectora (wanp.Spaguxapans). BepoarHooTTa OT Takss edexT
MOxe Ja & 0coBeHO BIKHA TPH TIALMENTH CBC “CHEIPOM Ha CHEYCOBHS Bh3en” WId Jpyry
CYNpaBEeHTHKYIAPHNA HAPYIUEHHS B LIPOBOAHATA CHOTEMA HA CHPUETO KATO CHHOATPHANSH HIH
AHTPHOBCHTHKYNAPEH BNIOK.

Jornansamy ca CIYHAN Ha CHEROI W ITIITTATBIH, I”Ipﬂ HECTIEIBaHS Ha TaKHBD MalHcHTH 'rpﬂﬁrsa Ja ce
OTHHTA BHLIMOKHOCTTA OT BEIHHKBANS HA ChRASYEH GIOK ¥ IBICH CHHYCOBH ITaY3H.

CTOM&IIIHO*‘IQBBHH HADVIHSHIH
[TarpenTy ¢ IOBHIIEN PHCK OT Pa3BHTHE I A3, HANR. TAKHBA C AHaMBE3a 34 A3BeH Gonect wnn

TAKHBa, KOHTO MPHEMAT eHOBPEMEHHO H HECTEPOMIHH NPOTHBOBh3NANATeHE cpexctia (HCIIBC),

HITH Ha KBPBEHETO OT CTOMALTHO-HPOBHI TPUXT.

YDOreHHTAIHE
Beupexn, ye He ¢ HalImoAaBano MpH KIHHAYHHE IPOYYBAHIST Ha JOHETISIHIIO

XONHAOMIMETHIETE MOTAT Ja [IPeAH3BHKAT 060TPYKTHBHH CHMIITOMH OT CT]
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Heppooriyny 3aboaspaHus
IMpunagsum: Cuura ce, 9e XONMHOMHMETHIHTE MOTAT Aa MPHYHHAT TeHEePANH3UPAHN KOHBYIICHH.
HamuureTo Ha MpRIajBIH 00aue MOXe Ja e CHMIITOM Ha GollecTTa Ha AnxaiMep.

XONAHOMHAMETHIIHTE MOTaT Ja MMaT NOTEHHHAN A3 0600'1‘[)51'[‘ HIH Oa UEOYIHPAT SKCTpanupaMuaHy
CHIITOMH.

Beronpobun 3abonssayms
TMopanu XONHHOMUMETHYHOTO UM ASHCTBYE XONHHECTEpasHUTe HHXUOHTOPH TpsSOBa A2 ce

NpeAHcBaT MEOTO BHAMATEIHO IIpH ALHeHTH ¢ aHaMHesa 3a acTMa uiH obcTpykTaena BenoapobHa
GosecT.

EAHOBPEMEHHOTO TIPUAO/KEHHE HA AOHENE3HIOB XHIPOXIOPUA C IPYTH HHXUOHTOPH Ha
aue’rnnxonﬂnecrepaza'ra , AFrOHHCTH WJAH aHTAarOHHCTH Ha XONMHHCPIrAYHara CHCTEMA Tp${6Ba hace
H30srBa.

Texka yepgonpoOHa HEAOCTATEYHOCT
Hsma naHBy 2a DpUIOXKEeHHeTO NPH NMANUSHTH ¢ TEXKA YepHOApoOHa HeIOCTATEYHOCT.

To3H nexapcTBeH NPOAYKT CHABPAKA AaKTO3a. [lanuenTH ¢ penky HacneIcTBeHH NPpobIeMH Ha
rajakTozHa HEMOHOCHMOCT, Lapp JaKkTazeH AeHOHT BAK IIOK030-TaIaKTO3Ha ManadcopOmus e
TpaOBa ia IpUeMar TOBa JISKapCTEO,

CM’BQTHOCT IpH KTUHHYHY H3NWTEAHAA Ha BacKylapHa TeMEHIIA

Ipoeenenn ca TpH OTAENHM KIHHHYHH NPOYYBAHMUA ¢ IPOIBILKUTENHOCT 6 MECela, KOUTO MOKPHBAT
NINDS-AIREN xpurtepud 3a BepoATHA MM BE3MOXKHA BacKynapHa geMeHuua (VaD), NINDS-AIREN
KpUTepHs © CH3AateH, 3a Ja MOrar Ja ce HACHTH(MHUMPAT NAlMeHTHTE, YHATO ASMEHIH ce EBIDKH
camMO Ha BAacKyNapHH NpPHYHHH H Ja ¢e M3KMouaT nauueHtHte ¢ Gonmecrra Ha Anuxaiimep. Ipn
OBPBOTO NpOyYBaHe, CMBPTHHUTE ciyuau ca 2/198 (1.0%) mpH nomenesunoB XHAPOXNOPHA 5 mg,
5/206 (2.4%) npu ponenesunoe xuapoxmopux 10 mg u 7/199 (3.5%) npu nmanebo. IIpu BTOpOTO
npoyusane cMbpTHOCTTA € 4/208 (1.9%) mpu momemesunos xuppoxnopun 5 mg, 3/215 (1.4%) npu
JoHenesunoe xuapoxnopun 10 mg u 1/193 (0.5%) npu mnaneto. ITo epeme Ha TPeTOTO NMpOyUBaHE,
cMBPTHHTE ciiydad ca 11/648 (1.7%) npm nomenesunoB xmppoxmopug 5 mg u 0/326 (0%) npu
wianebo. CmBpTHOCTTa NpH TpuTe VaD KIHHMYHM NPOYYBAHHA B TIpyIaTa Ha AOHENE3HIIOB
xunpoxyopuz (1.7%) e duciaeHo MO-BHCOKA OT Task B mwranebo rpymata (1.1%), BEIpexH de Ta3u
pasiHKka He ¢ CTATHCTHYeCKH 3HayHMa. Ilname(Go peaynTaTHTe ¢ CRBP3BAT C PA3AHYHU BACKYJIApHH
TPHYHHM, KOMTO MOTAT Ja ¢ OYaKBaT IpH Xopa B HaNpenHana BB3pacT ¢ HAIMYHO BAacKyJIapHO
safonABaHe. AHaNW3BT HAa BCHUKH CEPHO3HH CHOHTHS, ¢ HedaTaneH i QaTaneH Kpail, He MOKa3pa
paziiKa B YecTOTATa Ha CAyHaHTe B IPYNara Ha TOHeNesHIOB XHIPOXNOpH I B CpaBHeHHe ¢ mauedo,
[pu xoxopTHO KOMOHHAPAHO NpoYYBale BEPXY GojlecTTa Ha Auxalivep (n=4146), 1 Korato Te3u
IPOYYBaHHs ce KOMOHHHPAT ¢ APYTH M3C/IeABAHMSA Ha JEMEHIMATE, BKIIOUHTETHO H3CNeJBaHHs Ha
BacKynapHa geMeHmus (06mo n=6888), cMBpTHOCTTE pH MTanebo rpynuTe € YHCIeHO [HO-BHCOKA OT
Ta3d B TPYIMTE A NOHEHNEe3HIOB XHAPOXIOpPH,

4.5 BsammoaeiicrpBue ¢ APYTH JeRAPCTBEHN NPOTYRTH H APYTH (opMu HA B3aHMOAeH cTEHE

JOHENE3UNOBMAT XUNPOXNOPHA H/HIK HAKOH OT HeroBATE MeTabOMKTH He 3a6aBs MeTaboIH3Ma Ha
TeobuIHH, BapdapyH, HMETHIH HAH THTOKCHH NpH xopaTa. MeTabomu3sMbT Ha JOHENIE3MAOBHS

450 yqacTear B MeTabonu3Ma Ha JOBENE3HI0B XuApoxaopu, Iipoyusanus
B3aUMOZCHCTRYS, IIPOBEACHH IX Vifro ¢4 MoKazalH, 4e KeTOKOHA30M H T'YHH
CYP3A4 u 2D6 pecneKTHBHO, HHXHOHpaT MeTaOONIH3Ma HA IOHENEHIOB
Cnenopatenuo Te3u B Apyrd CYP3A4 npxuGHTOPH KaTo HTPAKOHA30/ H epu



KPATKA XAPAKTEPUCTHKA HA HPOAYKTA

B npoyuepanus npu 3apasu AoOPOBONIH KeTOKOHA30/ IIOBHIIABA CPEAHHTE KOHUEHTpAIUY Ha
JOHENE3HIIOBHA XHAPOXIOpHL ¢ okono 30%.

Ex3uMHy RHOYKTOPY KaTo prdaMBHIKIH, peHuTONH, KapbaMaselH 1 alKOX0M MOTaT Ja HaMalAT
HHBAaTa Ha JOHENEe3WIOB XHAPOXAOpHA, Thii Kato He MOKe IpeABapPHATENHO JIa ce MPeLIeHH CHAATA Ha
HHXHOHpAIIUs MAK HHAYUUpPAIKs e(ekT, Te3H NeKapeTBeHH koMOuHanyn TpadBa 1a ce H3N0oN3BaT
MHOTO BHHMATE/THO.

JIOHeMe3HIOBHAT XAAPOXAOPH M4 IOTEHIMAN 28 B3aHMOAEHCTBHE ¢ AHTHXONHHEPTHIHH
npenapaty. ChINecTBYBa NOTSHIHAN 38 CHHEPTHYHA aKTHBHOCT IIPH XHOBPEMEHHO IPHIIOKeHHE C
MeJUKaMeHTH KaTo CYKIMHHIIXONHH, IPYTH HePBHO~-MYCKYJIHH GIOKEpH HITY XONMHEPTHYHH
arOHMCTH, HNH GeTa-bI0KepH, KOUTO UMaT eeKT BBpXY CHPACUHATA IIPOROHMOCT.

4.6 BpeMEHHOCT M KbpMeHe

bpemennoct
Hsma gocTaTBUHO JaHHH 32 OPHIOKEHHe Ha JOHEHNe3H/IOB XHAPOXAOpHL HpH GpeMeHHH.

Tpoyyranus NpH *KYBOTHY HE AaBaT NAHHH 34 TepaTOTeHeH NOTEHIMAIN, HO HMa NaHHM 33 IepH- 0
TOCTHATANHA TOKCHYHCCT (8K, T.5.3). He ce 3Hae KakEB & NOTEHIMANHHAT PHCK 32 XOpara,
JOHeNe3HIOBHAT XHAPOXNOPHN He TpadBa Ia ce M3NO0A3Ba N0 BpeMe Ha OpeMEHHOCT, OCBEH aKo He €
aGCcomoTHO HeoGX0IuMO,

Kepmene
JORENe3nAOBHAT XUAPOXIIOPUA Ce SKCKPETHPA B MIIAKO Ha INTEX0Be. He € m3BecTHO Aany

JIOHEIIe3NA0BHs XHAPOXIOPHA C& eKCKPETHPA B MalfulHOTO MAAKO IPX XOpa 1 He ca IpoBeIeHM
HpOyYRaHuA NpH KspMadukn. CAeoBaTeHO JKeHHTe, KOMTO NpHeMaT JOHeNe3HIOB XUAPOXIIOpHT, He
Tpa0Ea 1a KBPMAT.

4.7 E¢exTH BppXy cnocofHOCTTA 32 DIoupaHe M padoTa ¢ MamyHi

JoHeTIe3HIOBHAT XHAPOXIOPHS UMa cnabo 1o yMepeHOo BAUSHHE BBPXY ¢ocoGHOCTTA 32 IodHpaHe
H pafoTa ¢ MallyHH.

JuMeHIHATA MOXKE [1a HApyHIH CIOCOOHOCTTA 3a IOMUPaHe HITH Ja M3NOMKHK Ha pHCK 1pH pabora ¢
MampHy. OcBeH TOBa AOHENC3HIOBUS XUAPOXIOPH], MOXKe Ja IPEH3BUKa YMOpPA, CBETOBEPTEX H
MYyCKyJIHY KpaMmy [pe/ii BCHUKO B HAYANOTO Ha NedeHHETO WM MPY NOBMINARaHe Ha fo3arta.
JlexyBamuat nexap TpsOBa nepHoAMYHO Ma NPeleHABa JaiH NalHeHTITe, KOHTO ca Ha JIeYeHue ¢
JOHETe3WIOB XHAPOXAOPUI MOTaT Ja wodupar ANy A2 paloTaT ¢ MallHHH.

4.8 Hekenanu JeKaPCTBEHH Peakul

Haii-uecTHTe HexKeMaHH JIeKapCTREHH PEAKINY ¢a AHAPHS, MYCKYJIHH KPaMIIH, YMOpa, raJieHe,
HOBpBLYae H GeschHHE.

Hesxenany nekapcTBEHH peakipd, ChoOIIaBaHy MO-YECTO OT H30MMPaHH CIIydau, ca JaJeHH Io-I0my,
KaTo ca HONPENSHN IT0 CHCTEMO-OPTagHH KIIACOBe H YECTOTa.

o yecToTA T Ce CHIpeNeNnaT Karo cleasa: MHoro yeeth (=1/10), vectn (>1/100, <1/10), Beuectn
(=1/1000, <1/100), peaxu (=1/10000, <1/1000), maoro pexxu (<1/10000) u HenspecTHA YecTOTO (OT
HaJdHYHATE JaHEM HE MOXE JIa C& HalpaBH ONEHKa).

Cucrenmo-oprasun MHoro vecTn Yecrn Heuectn /,;E%g““ 1) y
KTacone /A - 4
Hscnenpanud - MHuHHMaTHO

NOBHIICHNE Ha
CEPYMHUTS
KOHIEHTpaLHiH H
MYCKYJIHATa
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KPEATHHKHKAA
ChpIeusH HAPyIUCHHA - Bpanuxapnan ~ Cunoarpuanen
Gnok
~ ATPUBERTIKY A~
pex GAoK
Hapyuienss 5a HepBHATa « Cgnxon® - Enmnenrrten - Excrpanspasuauu
CHeTEMA - CRETOREPISR npunaFsk* CHMITTOMHE
- BechHEE
CroMamHo-4peEEH = Huapug ~ Hospeiiane ~FactponsrecT
HAPYIUEHHT =apene - AGFOMHHANTH HENCH KPLROBSIMNE
CALYILCHIA - CroMaiEHa 1
EYONCHANHE 93B3
Hapywenna 5a - Huroraremusm
Gn0peLuTe M NTHKOTHHTES HA YpHHATA
ITETHINA
Hapymenpa va koxara 1 -~ Ofpes
HOAKOKHATA THRAH - Capbex
HapymeHnsa Ha « Myoxvann
MYCKY/IHO-CKeIeTHATA KpaMIE
CHCTEMa H
CHEIMHATENHATE TEKAH
Hapymesns na ~AnopexcHs
MeTafomu3IMa H
XPaHEHETO
Hudexnus i nudecTans - Ofuxzonena
HECTHHKA
Hapamsieani, oTpassHps = 3ronoayKH
H YCNOKHEHHA,
BB3HHKHATH B PE3VIITAT
Ha HHTEPREHIHH
Q61 Hapywens M - 'naroBonue - ¥uopa
edeKTH Ha MACTOTO HA = hoaxa
TIPIUICKEHHE
Kenaro-Oumuapnu =~ YeproapoGun
HApYIIHHA YBDEHIARNS,
BIJIOYHTEIHO
XenaTHrt**
TTCHXHYHE HADYIIGHHS = Xamonmuanup**
= Aswrranag ¥
- Arpecusso
noueenen™®
* [Mpu mpernea Ha nangeHTy 3a CAHKON ¥ IpANANEIR Tpaiea Ja ce HMa npeasul
BE3MO:KHOCTTA 32 ChPJISYEH 3PSCT WiH ARIIrA CHHYCORH maysH (Brxcre paspen 4.4).
o YecToTaTa Ha CHYYAHTE ¢ XANICIHMHALRY, HKHTANNA H arpecHEBHO IOBSJSHHE HAMANABA C

HaMaIgBale Ha JO3aTa HIH NPH IPeKbCBaHe Ba NCUSHUETO.
*¥% B enyuad Ha HeHsc/iefpaHa sepHoapobua ZRchYHELET Tpa0Ba Ja Ce HPEMEHE KbM
NpPEKECBAHE HA ISUSHHETO ¢ AOHEIFCIHAOS XHAPOXAOPHIL,

4.9 Ipegoznpane

Onpegenenara cpefiia METAIHA [O3a NOHEIEIRAOB XHAPOXIOPH] Cled Ip
QpaTHA 032 TpH MHIIKH ¥ IINEX0BE € 45 1 32 mg/kg, peclexTHBHO, HIM 11
IIHTH MAKCHMANHATA [IPENOpLYBaHa NpH Xopa fo3a oT 10 mg areswno. Joz
XONHMHEePTHYHA CTHMYTAIA ca HabMIoNanany Ipy XXHBOTHY ¥ BKIIIOWBAT O
CNIOHTAHHHTE IBIDKEHHA, HEBRIMOKHOCT 38 RINPaBAHE, QMIONABAIIA C& NOXY}
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KIOHHYHH FEPYOBE, 3aTPYOHEHO AUINANE, TOBHINCHA CANMBALMA, MUO3a, QACHHKYHAINI ¥ CHIDKABAHE
HA IOBBLPXHOCTHATA TEMECHA TEMITeparypa.

Hpe,noaupaHeTo < HHXHGH‘I‘OPH Ha XQNHHeCTepasata MOXE Aa NOBCAC HO XONMHHCPTHYHA KDH3a,
MpoABABALLA ¢S CBC CHITHO TaOSHE, MOBPERIIANS, HOBHIICHA CaINBalili, HINIOTABAHC, 6panmcapnm,
XHIIOTOHHA, [MOTHCKAHS Ha JHIIARSTO, KOAald H ROHBEYACHH. Bn3MoxHO & Aa BL3HHKHE 3aCHIIBalla ce
MYCKYJTHa GH&GOGT, KOATO MOXKE kg2 JOBEHS RO CMBPT HIPH 3aliRe Ha ZHXATCAHATA MYCRYIarTypa.

Kaxro npu BcexH ciydail Ha npefosupane, pabea 1a ce nposedart oOnyaiianTe NOAABPIKALIY MEPKH.
Kato aHTunoT 1pH Npefosipate Ha NOHENSIMIOB XHAPOXIOPHA MOTAT 13 GhAAT U3I0N3BaHY
TepLepRE AHTAXOMHREPTHEY KaTo aTponuy. [Ipenopeasa ce HRTPARSHOZHO THTPHPAHE HA ATPONHE
cymar Ao IoCcTHraHe Ha HeoOXOmHMES edeKT: bPROHAYANHO ce Npunara goza ot 1.0 7o 2.0 mg i.v. ¢
TOCEBAITO HO3Mpare, chobpasHo KIMHHYHOTO Nopnxspane. [IpH eqHOBpEMEHHO MPHIOKESHHE HA
XOJIHHOMHAMETHIIY C KBaTepPHEePHW aHTHXONHHEPrALH KATe MNIHKOITHPOAAT & HalnoaBaro aTHIHYHO
MOBAHABAHE Ha KPHEHOTO HaNsTaHe ¥ ChpASUHaTa uecToTa. He € H3BSCTHO Aany AOHEeNSIUNOBHA
XRAPOXIOPHN H/HITH HErOBHTE MeTaGOMHTH MOraT Ja ce OTCTPaHAT Ipes aHami3a (XeMoAKRani3a,
TEPATOHSATHA THATH3A HITH XeMO(RATPALMS).

5.  ®APMAKOJOrHYHM CBOHCTBA
5.1 ddapmakoTuHAMIMEE cBofcTBA

drapMakoTepaleBTHIHA FPYNa: JeKApCTEeHH IPORYKTH CPeIly NeMeHIHA, SBHTHXORHHECTEPAsHH
ATC xoa: NO6DAQ2

JoHenezHIORHAT XHAPOXIOPHA & cnenubuyer ¥ o0paTaM URXHONTOP HA AHETHIXOINHECTEPaRaTa,
npeoGnanaBauJ;aTa XOJIHHeCTSAa3a B MO3LTHATa TEREH. ﬁOHEHEEHR{}E XUADOXAODUN in vitro e noBeue
ot 1000 nsTH mo-MOIIEH MHXUOHTOD Ha TO3M SH3MM, OTKONKOTO Ha Oy THPHAXOIUHECTePasaTa -
€H3HM, KOHTo e paznpocTparel npearMueo w3peE LIHC,

MunveHng npi Gonecrra HA Annixafiven

Tpr manuenTH ¢ AAMEHNESA NpH SofAecTTa Ha AfLxXaHMep, BIUTCUSHH B KIMHUYHN OPOYYBaHHS,
TPHIOXKEHHETO Ha JOHENE3UN0B XHAPOXIOPH/ BeOHEXK JHeBHO B Aoza 5 mg unu 10 mg Boan no
paBHOBECHO HHXHOHparne Ha 63.6% 1 77.3% oT aneTHAXONHHECTEPA3HATA aKTHBHOCT (H3MEpEHa B
ePHTPOLHTHATE MeMOpaHH) pecHeKTHEEO, IPH HIMepBareTo i citen mIpHeMa Ha Npenapara.
Huxpbuparero Ha aneTRAxonuHecTepa3aTa (AXE) B uepBeHUTe KPERRY KIETRH OT AOHEIE3MIOB
XHOpOXNopHI Kopennpa ¢ npoMennte B ADAS-Cog - wyserBuTenta cxana, ¢ KOATO ¢& NPOydYBaT
OTipefiesIeHH aCTIEKTH OT KOTHMTHBHHTe dryHxuuy, He & npoyyeH noTeHIRaTsT Ha JOHEIC3HI0B
XHIAPOXNIOPHA A2 NPOMEHS TPOTHYAHETO Ha HaMUYHA NepHepHa HeBponaTHa. ETo 3amo He MoXe Ja
ce npHeMe, Ue NOHETIe3HNOR XAAPOXACPHI MOXe A3 HMa HAKAKER e(beKT BEpXY NPOrpecHpaHeTo Ha
3a00NABaHETO.

EdexrasHOCTTa Ha JISTSHHETO ¢ JOHSTIC3HIOR XHAPOXAOPHS & HAOMIONABARO0 B HeTHPH Malebo-
KOHTPOMHPAHH pOyYBanus, 2 NPOYYBAHNA ¢ TPOABDKHTENHOCT 6 Mecela H 2 HpoydBaHHs ¢
HpoABIDKHTENROCT | roamna.

Ipu G-MecedHNTe IPCYYBAHMS € HANPABSH AHAMH BEPXY HPUACHKCHHOTO HA JOHETIEIHNIOB
XHIAPOXIOPHL KaTO Ca H3MON3BaHH TpH Kputepus 3a edexrusaoct: ADAS-Cog (MapKa 33 KOTHETHBHO

e

npencTaesne), Knuawuno untepsio, 6a3MpaHo Ha BIICUATISHHSTA 32 IIPOMAHA C YIaeTHETD 1A

MOMa, XOBUTATA M IPHsKa 3a cede cH).
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[lanpeHTH, KOHTO MOKPHBAT ITOCOTCHUTE IO-A0MY KPHTCPHH, € OO PEACHAT KaT0O NOBMHABALIH ce OT
JICYSHHETO.

[Mosmaeane = ITogobpasane wa ADAS-Cog ¢ noue 4 TourH
JIunca Ha rnomaeare 3 KagduusEe ANTEPEIO, OA3HUPARD HA BOCUATICHMATA 32
LIPOMSIHA ¢ YYACTHETO Ha FPIKenTHd ce 33 Gonnua 108ex
Jlumea Ha BroIaBaye Ha [ONCKAnATA 33 eKeIHEBHUTS AKTHEROCTH Ha Ckanara 3a
KracHGHUHpaHe Ha KTHEHTHATA ZeMEHINI

% IlornpsBane
MMarpeHTH, YUACTRAILE B TanuenTy, KOUTO NCUVIEKAT HA
IpOYUYBAHETO OLIEHKA
n=363 n=7352
ITiane6o rpyoa 10% 0%
I'pyna Ha JOHENEe3HIIOR 18%* 18%*
XUADOXAOPHL, 5 mg
F'pyna Ha ZOHEIIe3HIIOB 21%* Z2%%%
xuapoxnopus 10 mg
* p<.05
** p<0.01

JIOHGHE3HHOBHHT XHAPOXACPHA IINENHIBHKBA ZO303aBHCHMO CTATHCTHHYCCKE JHAYUMO NOBUILIGBAHE
Ha [IPOLeHTA Ha MAUHCHTHTE, KOHTO CC ONPEACART KATO DOBAMABAIHH € OT JICUSHHETO.

5.2 dapMakoKHHETHYHH CBOHiCTBA

Abcopbuna
MakcHManHuTe DIa3MeHE ROHHEHTPAH ce JOCTHTAT npubnuaurenyuo 3 - 4 yaca clel opalHo

npunoxenne. [TnasMennTe KORNEHTPAIME ¥ IUTONLTA TIOX KPHBATA HAPACTRAT POTIOPIIMOHANHO Ha
Jo3ata. TepMHHANHOTO BpeMe Ha MONyeNMMHEHpPAHe HA pasnpefencHre ¢ Tpubausutento 70 vaca,
TAKa IPHUIOKEHHETO Ha MHOMOKPATHHA A03H NOA (opMaTa Ha eiMH MPHEM ZHERHO HMa 33 PesylTar
TIOCTENEHHO ZOCTHTAHE Ha paBHOBECHH KOHOeHTpanuu. [Ipubamantenny pasHOBECHN KOHIEHTPAlHH
Ce MOCTHTaT A0 3 ceIMHIH CiieA 3anoyBaHe Ha Tepanmiata. Ced KaTo BeIHEAK Ce JJOCTHIHAT,
{PaBHOBECHH IINTa3MeHH KOHLBHTPAUHE Ha RONSHE3HUIOB XUAPOXIOPUA K ChOTBeTHATA
thapMakoMHAMHYHA AKTHEHOCT ToKa3sar cnaba apuabunHOCT B TEUCHNHE Ha feH.

AGcopOnuaTa Ha JOHENe3HIOB XMAPOXJIOPHN HE Ce MOBHABA OT IPHEeMAa Ha XpaHa,

Pasnpenenenne
[Mpubmzntenno 95% OT AOHETIEIMAOBYS XUAPOXIIOPH/ & CRBP3EA ¢ JOBCHIKHTE NINAZMEHH

npoTenHH. CRbP3BAHETO Ha aKTHBRHA MeTabonut 6-O-1e3MeTHINOHENe3I ¢ INIA3MEHUTE IPOTEHHH
He e yeranoseHo. PasnipefeneHueTo Ha NOHENEIUNOB XUNPOXIOPH B PasAHYHATE TeJECHH THKAHY He
& HaI'BJIHO IIPOoy4eHo. Brmpeku Tora, B Mass balance study, npoeenesn npu 3apasy xoGpoBosLM ca
YCTaHOBHIH, Te 240 4 ces IPHICKEHHETO Ha 5 mg Mapkupan ¢ C HOHETIERMAOB XHAPOXIIOPHL,
npudmuanTeHo 28% oT Mapkepa e ¢ Oun Be3cTaHOReH. ToBa Npennonara, Ye ACHeNesUIoBU
XHIPOXIOPH H/HINH HEFOBHTE MeTaOORATH MOTAT A3 C& 33ABPHKAT B TAAOTO 3& Hoseye oT 10 JHu,

MerabonmnarM/ekcrperms
JIOHEME3WMOBHAT XHAPOXNOPHT, Ce eMHMIHVPE KAKTD Upe3 OTASMUTENHATA CHCTeMA, TAKA 1 Upes
MeTaboNM3HNpane 0T CHCTEMATA Ha UEToxpoM P450 no MuoroGpoling MeTaloauTH, oT KOUTO He

NpeficTaBeHA TIPS BCHYKO KATO HelIpOMEHeH AOHETIS3MUNIOB XEAPOXIopHE (30%),

Jonenesun (11% - equpcTBerHaT MeTabonnt, koliTo AposEgeEa akTUBRECCT Divzka Ji6 38
oy

IOHEME3HIOR XHAPOXIOPH), NoHenesun-uuc-N-oxuc (9%), 5-O-neamerun nosengsg (778
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KONUYECTBO PaguOaKTHBEH MapKep e Bh3cTaHOReHO B ypunara ( 17% kaTo HEIIpOMEHEH JOHETIe3HIOB
xugpoxnopun) u 14.5% B uanpaKHEHNATa, KOSTO AaBa OCHOBAHHE Jd C& CUHMTA, Y& eKCKPELHATA B
ypHHATA H MeTaOO0MH3Ma c& MBPBHYHH IIETHINA 33 eNuMuuupane. Hava ganHu, KOUTO Ia rOBOPAT 3a
EHTEePOXeNaTallHA PelHPKYIanus Ha JOHEIe3HIOB XHAPOXIOPIA. H/UIH HAKOH OT HEeroBUTe
MeTabOoMHTH,

[InazMeHHUTe KOHLEHTPAAY Ha JOHETIEIUNOB XHAPOXIOPKH HAMANIABAT ¢ IJJA3MEHO BpeMe Ha
NoIyenHMEENpane oT IpuGnuzutenno 70 gaca,

HonbT, pacata ¥ TEOTIOHOIYHICHETO HAMAT KNHHAYHO 3HaYUM e(PEKT BEpXY [NIa3MEHUTS
KOHUEHTPALHA Ha JOHETe3NN0B XUAPOXopHy,. PapMakoKHHeTHKATa Ha JOHEIe3 OB XUIPOXIOPHL
He € poy4Baxa GOPMAaNHO NIPH 3ApaBy JOOPOROINY B HANpeIHANA BR3PACT MITH NPH TIALHEHTH C
Oonectra Ha AnnxaliMep M ¢ pacKy/JapHa AeMeHIH, B chuioTo BpeMe ofave CpeiHnTe ITasMeHn
KOHLISHTPAIIHHE IIPH NMALHeHTH ¢a B rolAMa CTEIIEH CXONHH ¢ Te3H NPH 3MPaBH MIafH Ho0pOBOMIH.

5.3 IpegramHEHYHHA JAHHHA 3a 6e30macHOCT

Hlupoku Npoy4BaHus NPH eKCIepHMEHTaNHH XKHABOTHY Ca YCTAHOBUITH, Je TOBA CheHHEHNE
TIpeU3BHKBA MamKo eeKTH H3BEH (PapMaKkOTOTHYHHTe, KOWTC CHOTBETCTEAT Ha HETOBOTO AciicTBye
KAaTO XONUHEeprAYeH cTuMynaTop (Bkre 1.4.9).

JloHene3MNOBHAT XHAPOXIOPHT HE € MMal MyTareHeH eeKT B IPOBEASHITE TECTOBE 38 MYTATSHHOCT,
IpY KOHTO Ca H3ION3BaHK GaKTepHANHH KIeTKH H KIeTky oT 6o3aiinuny. [Tpy n3non3sasne Ha
KOHILEHTPALAH, KOUTO ¢a SBHO TOKCHYHH 34 KIETKHTe N HagXBbpiAT 3000 IBTH paBHOBECHHTE
IVTa3MEeHH KOHUGHTPAIYH, ca HabMoNapaHy in vifro HAKOH Knactorenny eexty. Ilpy H3MoN3RaHe HA
MHKPCHYKNeapeH MOZAEH in vive [P MHILKH He ca HaOmionapaHy KIacTOTeHH! UM pyrd
reHoTOKCHYHH etext. Hiama faHHM OTHOCHO KaHLEpOreHeH NOTEHIHAN IPH JBATOCPOMHH
TPOYYBAHHSA BBPXY KaHLIEPOTEHHOCTTA KAKTO Ha IIBXORE, TAKA U [IPH MHIIKH,

JOHENe3HNOBKAT XUAPOXNOPH] HAMA ehekT BRPXY (PePTHINTETA HA INTHXOBE H HE © TEPATOTeHEH NPy
TUTHXO0BE HIH 3alLH, HO e ¥MaJl H3BecTel e(heKT BLPXY MbPTBOPAXKIAHHATA M PAHHATA IPEKABIEMOCT
UpH HPATOKeHHe IPH OPeMeHnH HIbXoRe B 1038 50 METH HazxXsbpAaina JO3ATA, TPHIATANA IIPH
xopa. (BroxTe 1.4.6),

6, GOAPMANEBTHYHH JABHH
6.1 Codesr Ha DOMOLEATE ESLECTEA

Crplennsa ga TabaeTkara

Jlaxrosa MOHOXHAPAT

Hemynoza, saepoxpucraira (B460)
HaTpyer HHIIeCTeH MHKONAT (THI A)
XnppokcHpomun menynoza (E463)
Marnesues creapar (E372)

OUIMORD TOKPHTHS
Xunpomenosa (15464)

JlaxkTosa MOHOXHAPAT
Maxkporon 4000

Turanos auokenn (E171)
Kenezen oxeny, xenr (B172)

6.2 HeCLBMeCTHMOCTH




KPATKA XAPAKTEPHCTHKA HATIPOAYKTA
HenpranoxmmMo,
6.3 Cpok na rogHocY
3 roguan
6.4 Coenuannm ycIoBHA HA ChXPANEHIE
To3n NekapeTBeH NPOAYKT He M3UCKRA CIICTHEATHH YC/IOBUA HA ChXpaHeHue.
6.5 JaHHH 33 OOAKOBKATA

Kapronenn xyTin, ¢sabpkants Gnuctrepr (IIBX/anymuunit} 7, 28, 30, 50, 56, 60, 84, 98, 100 nnu
120 tabnetxu u Gnucrepn 3a Gonuwgya yrrorpeba ( ((IBX/anymunuil), ceakpxamu 50 rabneTku.

He BCHUKH BHEOBE OIAKOBKH Morat Aa 6naar nycHatd B npofamda.
6.6 CHenHaJHH HpeANAZHY MEPKY BPH H3XBLPIAHE

Hsama crnennanay H3HCKBaHKR,

7. DPHTEXATEI HA PASPENIEHWETO 3A YIOTPEBA
Genericon Pharma Gesellschaft m.b.H.

Hafherstrasse 211, 8054 Graz,
ABCTpHA

8. HOMEP{A) HBA PAJPEHIEHHETO 3A YIIOTPEBA

11-4646/09.04.2009 r.

9. JATA HA ITHPBO PASPEINABAHE / IIOJTHOBABAHE HA PASPEIIIEHHETO 3A
YHIOOTPEBA

Jata ya nepso paspemenne: 09 ampun 2009 r,

10. JATA HA AKTYATMH3IAPAHE HA TEKCTA

01.2010 r.




