KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA




1. UME HA JIEKAPCTBEHUA ITPOAYKT

Amanuep O/IT 5 mg TabseTku, AUCNEPrUpPALIH CE B YCTaTa 6 A
Alzancer ODT 5 mg orodispersible tablets A OLIoo /S

6’591_7 >/ 19 -05- 2025

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Beska Tabnerka cpabpxka S mg goHene3wnoB xuapoxiaopua (donepezil hydrocloride).

[ToMOIIHM BelECTBA C H3BECTHO EHCTBHE
acnapraM (1,5 mg), copburon (10 mg), Harpues merabucynour (0,5 mg), maHuros (45 mg)

3a NBbJIHUA CITUCHK HA NMOMOILHHUTE BEILIECTBA BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka, nucneprupaiua ce B ycrara.
benu, kpbriu Tabnerku ¢ Haanuc ,,ALZ” oT eHaTa cTpaHa M ,,5° OT Apyrata cTpaHa, ¢ AuaMeTsp 8 mm.

4. KJUHUYHHU JAHHH
4.1 TepaneBTHYHH NoKa3aHHA

Amanuep O/IT Tabnerku ca noka3aHd 3a CHMIITOMATHYHO JIEYEHHE HA JIEKH 10 CPeIHOTEXKH (GopMH Ha
JEMEHLHUA Ha Anuxanmep.

4.2 J03MpPOBKAa H HAYHH HA NPHJIOKEHHE

EDEHQGBKH

Bv3pacmuuw/nayuenmu 6 cmapuecka év3pacm

JleueHueTo ce 3ano4Ba ¢ 7103a OT 5 mg/eH (eAHOKpaTHO JHEBHO Ao3upaHe). Jlo3aTta oT 5 mg/neH TpsadBa a ce
npunara Han-MaJjiko 1 Mecel npeay Ja MoXe J1a C€ HanpaByu Hal-paHHA OLEHKA 3a MOBJIMABAHETO OT
JICYEHHETO H 32 1a C€ JOCTUIHAT paBHOBECHH KOHLEHTPALUMHUHU Ha JIOHEeNEe3WI0B xuapoxuopua. Cnen karo ce
HanpaBH KJIMHHYHa OLICHA Ha €IHOMECEYHOTO JIeYEHHE ¢ N03a 5 mg/neH, Ao3ata Ha Anm3anuep O/IT Moxe na
ce nosuH 10 10 mg/nex (eAHOKpaTHO AHEBHO A03UpaHe). MakcuMallHaTa npenops4yuTesiHa a103a e 10
mg/aeH. I1lpunoxenuero Ha 1034 Haa 10 mg/neH He e U3cneaBaHO B KIIMHWYHH NMPOYYBaHMA.

JIeueHueTro TpsAOBa Aa Obe 3aM0YHATO U MPOBEXIAAHO OT JIEKap ¢ ONMUT B JIHarHOCTHKATa U JICYEHHETO Ha
JAeMeHUMA Ha Anuxaimep. /lnarnosara Tpa0Ba qa Ob/1e nocTaBeHa ChIIACHO OOLIONPUETHTE NPUHLIMITK (Hamp.
DMS 1V, ICD 10). TepanusaTta ¢ noHene3us TpAbBa Aa 3ano4yHe camo B CIy4aid, 4e € OCUrypeH OOJIHOreaau,
KOHTO peIOBHO /1a ClieI NpHeMa Ha JiekapcTBoTo. [loaabspkalnoTo ieueHne Moxke aa NpoaBbJDKH 10TOraBa,
JI0OKaTO UMa TepaneBTHYHA 1oJi3a 3a O0JTHHUA.

ETo 3a10, HE00X0AMMO € /1a ce NpaBH NEpPHOANYHA NMPeoLieHKa Ha KITHHUYHHUA e(eKT OT JIEYEHHETO C
noHeneswt. Tpsabsa na ce 0OMHUCIH NMpeKbCBaHe HAa TepanuATa, KOraTo Be4e He ca HaJIMIIE JaHHH 3a
TepaneBTU4YeH epexT. MHANBUIYyaTHOTO MOBIMABAHE OT JICYEHHUETO C JIOHENE3H1 HE MOXe J1a Obae
MPOrHO3HUPAHO.

[Ipu npekbcBaHe Ha JIEUEHHETO ce Ha0II0JaBa MOCTENEHHO H3ue3BaHe Ha OaronpuATHUTE eeKTH Ha
Amanuep O/IT.

Ileouampuuna nonynayus
Amaduep OJIT He ce npenopbuBa 3a NpUIaraHe MpH aela 1 KHOLIKM Ha Bb3pacT noj 18 roauHu.




Iayuenmu ¢ 6vbpeyno u wepHoopobro yepedicoare
ITonobHa cxema Ha no3upaHe Moxe aa Oble NMpUIOKeHa IMPH MauMeHTH ¢ 610peuHo yBpexkaaHe, 3aoTo TOBA
CBCTOSHHME HE MOBITKHABA XIHPBHCA HA JOHENE3HIIOB XHAPOXIIOPH.

[lopangu Bp3MOXKHOCTTA 32 HAPACTBAHE HA KOHUCHTpauuuTe Ha Amanuep O/IT npy nexo Ao CpeaHo TEXKO
yepHOApoOHO yBpeXx/aHe (B, TOYKa 5.2) MOBHIIABAHETO Ha A03aTa TPAORA /1a CTaBa B 3aBHCHMOCT OT
HHAMBHIYaJIHATa NOHOCHUMOCT. HaAMa naHHH 3a npunoxeHueTe Ha AipaHiep OT npu natHeHTH ¢ TEXKO
YepHOAPOOHO YRpexKaaHe.

a9HH Ha [IPpAJIOKCHHC

Amanuep OJIT Tpa6Ba na ce npreMa nepopanHo Redep npeam garade. TabneTkara TpaOBa Aa ce CMOXKM Ha
e3HKa M JIa ce Jajle Bh3MOXHOCT Ja C¢ pajnalHe NpedH Ja ce NMOrejiHe ChC WIH He3 Bolia, cnopex
NPEeaNnoOYUTAHHETO Ha NMALMEHTA.

4.3 I[IporeBONOKA3aRRSA

Amanuep O/IT € mpoTHBONOKa3aH MpH MALMEHTH CBC CBPBEXYYBCTBHUTEIHOCT KBM 8KTHBHOTO BEILIECTBO,
NUNEPHAHNHOBH NMPOUIBOAHH HIIM KbM HAKOE OT NOMOLIHHUTE BELIECTBa, M30poeHH B Touka 6.1.

4.4 Coenuans NpeaynpekIeHAs B NPeANa3HH MEPKH NIPA YNOTpeda

He e n3cnegpano npuwioxeHueTo Ha Amsanuep O/ T npu nanueHTH ¢ TeXKa AEMEHLUA Ha AJxaiMep, Apyru
BHIOBE IIEMEHLNA WIW APYTH BHAOBE NaMETOBH pa3cTpoiicTBa (Hamp. Bb3pacTOBO HapyllaBaHe Ha
KOTHUTHBHUTE QyHKLIMM),

Anecmesun
Karo xonunecrepazeH HEXUOMTOP ¢ BeposTHo Amsanuep OAT na nmoreHumpa edexra Ha
CYKLMHIWIXONMHHOBHTE MHOPENAKCAHTH MO BpeMe Ha aHecTe3ns,

Covpoeuno-cvoosu 3abonasanus

IMopanu dapMaxoNnorHuHOTO CH ACHCTBHE XOIMHECTEpa3HHTE HHXHOMTOPH MOTraT Ja HIMAT BarOTOHHYEH edeKT
BBPXY ChpAeYHATa decToTa (Hamp. Spaaukapana). BepoaTHOCTTa 32 BE3HHKBAaHE Ha TAKbB €DEeKT MOXKE Ja €
0Cc00eHO BaXKHA NMPH MAIMEHTH CBC ,,CHHAPOM Ha OOJIHUA CHHYCOB Bb3€ WIH APYTH CypaBeHTPUKYIapHH
HapyIeHua B MPOBOAHATA CHCTEMA Ha CHPLETO KAaTO CHHOATPHANICH WM aTPHOBSHTPHKYJIAapeH OJIOK.
JloknaapaHHM ca CTy4aH Ha CHHKON WIH npunansuy. IIpH Hicnensane Ha TAKKMBA MaLMEHTH TPAOBa fa ce
OTYHTA Bb3MOXHOCTTA OT Bb3HUKBaHE Ha ChpAeqeH O/I0K M OB CHHYCOBH Nay3H.

Cmomawno-upeenu 3abonrssanus

IlalMeHTH ¢ NOBHILIEH PHCK OT Pa3BUTHE HA A3BH, HANP. TAKHBA ¢ aHAMHE3a 3a A3BeHa 60onecT WK TaKkupa,
KOMTO NMpHEMAT HECTEPOUIHH NpoTHBOBB3NaMTENHU cpeacTsa (HCIIBC) ennospemenno ¢ Anzanuep OJIT,
TpROBa fa ce MOHUTOPHPAT BHHMAaTeNnHo. KJIMHHIHNTE MPpOYYBAHHA ¢ JOHEINEC3IWIOB XHApoXnopua, obaue He
MOKA3BAT MOBHIIABAHE HA YECTOTATA HUTO Ha INENTHYHATA A3BEHa DONECT, HUTO HA KbPBEHE OT CTOMAIIIHO-

JpEeBHHA TPAKT B CpaBHEHHE ¢ IU1anebo.

Ypozenumannu zabonnearnus
Bbrnpexy qe He ¢ HaOMOAABAHO NPH KNHHUYHHM [IPOYYBAHKMA C JOHENIEINAOB XHAPOXJIOPH,
XOJHHOMHMMETHIIHTE MOTAT [1a IPEAU3BUKAT OOCTPYKTUBHHM CUMNITOMH OT CTPaHA Ha MHKOYHHA MEXYD.

Heeponozuunu 3abonssanun
CuuTa ce, 9¢ XONHHOMHUMETULIMTE MOTAT Ja NPUMHHAT reHepaNN3upaHl NpHnasiM, IlosuineHoTo
npeapa3nooKeHue KeM OpunaasUy obave MoXKe J1a € CUMIITOM Ha 6onectra Ha AnuxaiiMep.

BB3MOXKHO € XOJTHHOMUMETHLMTE a OBOCTPAT WIH 1a HHAYLMTAT EKCTPANUPaMHIHH CHMIITOMH.
3noxauecmaen negponenmuyen cunopom (3HC)

3HC e norenuHanHo xHUBOTO3aCTpAIIABAIIO CHCTOSHUE, XapaAKTEpH3HPALLO CE C XUNEePTEPMHA, MYCKY/IHA
PUTHOHOCT, BETETATHBHA HECTAOMITHOCT, MPOMEHEHO Ch3HAHKE H NOBHIICHH HHBA HAa CEpYMHA




pochokuraza. JoMbIHHTETHHTE NPU3HALM MOXE /1a BKIHOUBAT MUOINOOMHYpHA (pabaoMuonyia) H ocTpa
OBOpeuHa HenOCTATHYHOCT.

Hma crobmenns, ue 3HC ce cpenia MHOTO pSiko BbB BPB3Ka ¢ AOHENE3W, H [T0-KOHKPETHO NPY TIALMEHTH,
KOMUTO NONYYBAT €JHOBPEMEHHO AHTUNICHXOTHUA.

AKO nalMeHT pa3sHe nokasarenHy 3a 3HC npuspauy ¥ CHMNTOMH WK ako MMa HeODACHHMO BHCOKA
TeMIepaTypa 6€3 AOMBIHUTENHH KIHHHYHH nposeu Ha 3HC, neuenuero tpabsa na 6v1e cnpsaxo.

benoopobru 3abonseanun
[Topanu xONHHOMHMETHYHOTO CH NEHCTBHE XONHHECTEpa3HUTE HHXHOATOPH TPAORA Ja ce NpeanHCBaT
BHUMATENIHO NIPH NAIHEHTH ¢ aHAMHE3a 3a acTMa WK o0CcTpyKTHBHa Genoapobua Gonecr.

[Npunoxennero Ha Anmsanuep O/IT eaHoBpeMeHHO ¢ IpYrH HHXHOHTOPH HA AUETHIXOIHHECTEpA3aTa,
ArOHHCTH WIHX aHTATOHHUCTH Ha XONUHEpruIHaTa cucTeMa TpabBa /a ce m3farna.

Teocko ueprodpobHo yepedcoane
HaMa nannu 3a npunoxenue Ha Amanuep OJIT npu nauueHTR ¢ TEXKO YepHOAPOOHO yBpeKaaHe.

CMbopmHocm 8 KTUHUMHUME UINUMBAH IS 3d CBO08A OeMENYUN

[1poBenenn ca 3 KTMHHYHH NPOYUBAHHUA C MTPOAB/DKHTENTHOCT 6 Mecella, MPOYyYBallld HHAMBHIH, KOUTO
otropapat Ha NINDS-AIREN kputepuute 3a pp3M0XKHa WITH BepoATHA chaosa aeMeHms (CJ{). NINDS-
AJIREN xpuTepuuTe ca npefHa3HAYCHH 32 ONMpele/ItHe Ha NAaUHUEHTHTE, IPH KOHTO JeMEHLIHATA H3TTIEKIA Ce
ABIDKH CaMO Ha CbAOBH IIPHYHHH H JIa Ce H3KROYAT NalHeHTH ¢ 6onectra Ha Anixaiimep. B mepBoTo
Mpoy4BaHe, MPOLEHTHT Ha CMBPTHOCT € Oun 2/198 (1,0%) Ha noHenesnnoB xuapoxnopua 5 mg, 2/206 (2,4%)
Ha BoHene3wnoB Xuapoxnopua 10 mg u 7/199 (3,5%) na nnane6o. B1e BropoTo mpoyusane, MpoLCHTA Ha
cmepTHOCT 6Mn 4/208 (1,9%) Ha noHeneswior xuapoxsopua 5 mg, 3/215 (1,4%) Ha AOHENE3WIOB
xuapoxnopua 10 mg u 1/193 (0,5%) Ha mnanebo. B TpeToTo npoyuBane, NPOLEHTHT Ha CMBPTHOCT € Gui
11/648 (1,7%) na noHenesunos xuapoxnopua 5 mg u 0/326 (0%) Ha mnaue6o. ITpoLUEHTHT Ha CMBPTHOCT
TpHTe nMpoyuBauus 3a CJ] obequHeHy B rpynata Ha noHeneswnos xuapoxnopus {1,7%) e 6un uucnaeHo no-
BHCOK OT TO3H B rpymnara Ha nnauebo (1,1%), Ta3u pazmka 06ave He € CTaTHCTHYECKH 3HAYHMa.
BONIIHHCTBOTO OT CMBPTHHTE CITyYad NPH NAUMEHTHTE, NMpUEMAIH JOHENe3WT XHAPOXJIOPH WIH nuauebo
M3rAEXKaa € pe3yaTarT OT pasjiMyHu ChAOBO 00YCJIOBEHH NPHUYMHH, KOUTO OHMXa MOTJIU [1a ¢ OMAKBAT B TA3H
OMyNalMs Ha IHLA B CTapiecKa Bh3pacT ¢ NOANEXAllo ChAOBO 3abonsBaHe. AHAN3 Ha BCHUKH CEPHO3HH H
HedaTaTHU Y aTallHH CHAOBH CHONTHA HE € MOKA3aT Pa3JIMKa B YECTOTATA Ha NOABa B rpyrnara Ha
NOHENEe3WIOB XHAPOXJIOPHI B CpaBHEHME ¢ IUTaledo.

B obobuLens npoyusanua 3a 6osectta Ha Anixatimep (n=4146), 1 npu o6eauHaBaHe Ha Te3M NPOYYBAHHA 33
OosiecTra Ha AuXaiiMep ¢ Ipyrd Npoy4YBaHHs 32 AMMEHLKA, BKIIOYHTEIHO NMPOYUBaHHS 32 Ch0BA AEMEHLINA
(oOimo n=6888), NPOLEHTHLT Ha CMBPTHOCT B IPYIHTE Ha IU1aLEe00 YHCICHO € HAABHILABAI TO3H B IPYNMTE Ha
IOHETE3WIOB XHAPOXIIOPHAL.

Anmszanuep OAT ceabpxa acnapraM (E951), ustounnk Ha dpenunanaHuH. Moxe na 6b1e BpeleH 3a Xopa ¢
(peHWIKETOHYpHA.

Anzanuep OJIT cvavpxa copburon (E420), n3trounuk Ha ¢ppykrosa. Moxe 1a 6bae BpeaeH 3a xopa ¢
HaCIeACTBEHA HEMOHOCHMOCT KbM QpPyKTO3a.

Amannep OAT ceappka HaTpHes Metabucyndur (E 223), koiiTo B peaxy ciyuad Moxke a MPAYHHH TEXKH
peakLH Ha CBPBXYYBCTBUTEIHOCT H OPOHXOCNA3EM.

Ansanuep OAT cuabpxa Manuton (E421) n Moxke na uma cnabo u3zpaseHo cnaGHTENnHO nelicTBHe.

4.5 BzanmonelicTBHE ¢ APYTH JleKapCTBEHH NPOAYKTH H ApYria GOpMHE HA B3aHMoAcHCTBHE

JloHeme3HNnoB XMAPOXIOPH/ H/HITH HAKOH OT HETOBHUTE METAGOITHTH He MHXHOHPAT MEXaHH3MA Ha TCODHITHH,
BapgapyH, UMMETHINH WIH JHIOKCHH IPH Xopa. MeTabnou3MBT Ha JOHENE3WIOR XMAPOXJIOPHA HE CE BIIMse

OT €AHOBPEMCHHO MTPWIOKEHHE HA AUTOKCHH WIN HMMETUAMH. [Ipu npoyuBaHud uH BUTPO € yogsH( T
H3ocH3UMUTE 3A4 H no-Maika creneHd 216 Ha uuToXpom P-450 yaacrear B Metabonuima .4“ P 70 @%




[IpoyupaHHA Ha NTEKaPCTBEHH B3aMMOIECACTBHA, MPOBEACHH KH BHTPO, Ca NOKA3aIH, Y€ KETOKOHAa3an U
KBUHHJMH, HHXHOHTOpH pecnexTHEHO Ha CYP3 A4 u 2D6, nHxubupar merabonusMa Ha JOHEne3u.
CnenopatenHo Te3H H ApYrd CYP3 A4 HHXHOUTOPH KAaTO HHTPAKOHA30] B EPUTPOMHLIMH H HHXHOHTODH Ha
CYP2D6 xaro ¢ryokceTHH MoraT na MHXuOnpar MeTabonnu3Ma Ha JoHene3w. B npoydBaHusa NpH 3ApaBH
noOpoBOMIM KETOKOHA3AJ ITOBHLIIABA CPEAHUTE KOHLIEHTpallMM Ha AoHene3un ¢ okoyio 30%. EnsuMHN
UHAYKTOPM KaTo puaMIELMH, kapOaMa3elliH H AIKOXO/ MOTAT 1a HAMAIAT KOHUEHTPALMMTE HA JIOHENe3WI.
TsH xaTo crenenTa Ha HHXHOKpaHe WK HHIYLMpaHe € HEH3BECTHA, TE3U JIeKapcTBeHH koMOuHaLuH TpaGBa
Ja ce M3TION3BAT BHUMATENHO. JIoHENEe3UN0B XHAPOXIIOPHA MOXKE J1a B3aUMOJICHCTBA € AHTHXOJIHHEPTrHTHH
JIeKapcTBeHH cpeacTBa. CrINECTBYBa NOTEHIUAN 38 CHHEPrHYHA aKTUBHOCT NPH €IHOBPEMEHHO NMPHIOKEHHE
C JIEKAPCTBA KAaTO CYKUHHWIXOJIMH, APYTH HEPBHO-MYCKYJIHHU 010KepH WM XOIHHEPrHYHHA arOHUCTH WIN
Oeta-6n0KkepH, KOUTO HMAT €(beKT BBPXY ChpAEHHATa MPOBOXHMOCT.

4.6 POepTHARTET, OPEMEAHOCT H KEPMeEHe

bpemennocm

Hsama pocraTpYHO AaHHM 32 ynoTpebaTa Ha JOHENe3mn NpH OpeMEHHH JKEHH.

EXCriepMEeHTaIHHTE MPOYMBAHMA ITPU )KUBOTHH HE MOKAa3Ba TEpPaTOreHeH eeKT, HO ca MOoKa3aliy NepH- H
NOCTHATA/IHA TOKCHYHOCT (BX. Touka 5.3 [IpeaknuHHYHH JaHHHK 32 6€30MacHOCT).

[loTeHIMATHHAT PUCK IIPH XOpa € HEH3BECTEH.

Amanuep OJAT He TpabBa Oa ce U3Mmon3Ba 1no BpeMe Ha OpeMeHHOCT, OCBEH B CJTy4al Ha KaTeropHiHa
HeobxonuMocT.

Kvpmene

JlOHEeNe3HN ce eKCKpeTHPa B KbpMaTa Ha rumsxoBe. He e u3BecTHo ganu QoHEeNe3unoB XUApoxJIopUa ce
€KCKpETHpa B KbpMaTa IPH Xopa H He ca TIPOBEACHH NpOoYYBAHUA NPH KbpMadku. ClIe0BaTETHO, XKEeHHTE,
KOHUTO ITpHEMAT IOHENe3UN He TpA0Ba 1a KbPMAT.

4.7 EdexTH BLPXY cHocoOHOCTTA 32 MOGHEPAHE B paboTa ¢ MAIMHHA

JloHene3wn norIKABa B MajKa X0 YMEpeHa CTeneH cnocobHocTTa 33 WodupaHe ¥ paboTa ¢ MallIHHM.
HeMeHluaTa Ha AnXaiMep MOXe A2 HapyLH crnocoOHOCTTa 3a odgHpaHe WM 3a paboTa ¢ MaluHH. OcBeH
TORA, JOHEIIE3HI MOXE 14 NMPCAH3IBUKA YMOPa, CBETOBBPTEX M MYCKYJIHH KpaMITH TTpeIH BCHYKO B HAYAIOTO
Ha JiedyeHHeTO HWIH NpH NMoBHIllaBaHe Ha Jo3aTa. CriocoOHOCTTa Ha MalfHeHTHTE ¢ AnuxalMep Aa mogupaT Wi
Aa paboT4T ¢ MallIUHK TPAORA fa Ob/ie OLICHABAH PYTHHHO OT JIEKyBaIud JieKap.

4.8 Hexenann NeKAPCTBEHH peakKnaH

Haii-qecTUTe HEXENMaHW JICKAPCTBEHH PEeakUMH ¢a NHApHA, MYCKYITHH KpaMIIH, yMopa, rajeHe, NOBpPbLIaHE H
be3chHHuE.

Ofo0menue Ha HEXEJIAHATE PEaAKIHA

HexxenaHHTe JIEKapCTBEHH peaKlMH, ChOOIABAHH HE CaMO KAaTO M30JHPaHH CTyyaH, ca W30poeHH no-aoiy no
CUCTEMO-OpraHHa KnacupHkalya U 1o 4YeCToTa.

YectoTara ce onpenend Kakro crnegea: MHoro decti (>1/10), wectu (=1/100 no <1/10), vewectu (>1/1 000 no
<1/100), peaxu (=1/10 000 go <1/1 000), Muoro peaku (<1/10 000); ¢ HewsBecTHa UecTOTa (OT HATMYHHTE JAHHH
He MOXe 1a ObJie HalmpaBeHa OLIeHKa),

Cucremo-opranen |(Mmuoro YecTH HevecTH Peaxn Muoro peakn

KJIAC AECTH (1/100 no <1/10) |(Z1/1000 ao <1/100)  |(=1/10 000 a0 <1/1000) |(<1/10 000)
(=1/10)

Undexuuu n Hactunka

HHpECTANH

Hapy1iiaua Ha AHopekchs

MeTaboNHu3MA H

XpaHeHeTo

[Tcrxusian XamouuHauu**

HapYILCHHUA B1abyna**




ArpecHsno
noBegeHHe* ¥
HeoOuuaiiun
CLHMILA H
KOLUMapH**
Hapywienns na Cuuxon®* [Tpunagsun® ExcrpanupaMnauu 3n0KaYecTBEH
HEPBHATA CHCTEMA 3aMasgHocCT CUMIITOMM HEBPONUNITHYECH
bescsHue CHHAPOM
CepaeyHi HapylIEHHS Bpanukapaus CuHoapTpHanes 6nok
ATPHBEHTPHKYIaPCH
o0k
Cromawuto-upesun  |[[uapus [Torprinane CroMalHo-4peBeH
HapylIeHHA [Nanene AbGaoMHHANHHA K{'bBOM3IIHB
CMYIHEHUSA CromarmnHa M
AyOJCHAIHA 93Ba
Xunepcanusanus
XenaTo-OuIHapHU Yepuoapobuu
HapylIeHUs YBpEXKIaHMA,
BKIIOYUTENHO XENATHT
e 2 2
Hapymenua Ha O6pue
KOXATA M MOJAKOXKHATA Crpbex
ThKaH
Hapymennsa Ha MyckynHU KpaMnH PabmoMmnonnsa
MYCKYTTHO-CKE/ICTHATa X
CHCTEMA U
CHCOHHHTEIHATA
TbK&H U KOCTHTE
Hapywenud Ha HHKOHTHHEHLIHA Ha
&bbpertute U YPHHATa
NUKOYHHTE ITETHLLA
Obmu Hapymenna M | maeobonue {YmMopa
edexkTH Ha MACTOTO Ha bonka
IPHIOXKEHHETO
H3acnenpanun MuHHMaNHO
NOBHLUICHHE HA
CEPYMHHUTE
KOHLICHTPALWH Ha
MYCKYJTHaTa
KpeaTHHKMHAa3a
HapansaBaHus ¢ 3nonoayka
OTpaBAHKSA

* Ilpu uscneasane Ha MALMEHTH ChC CHHKOTI WIH NPHNAABIHM TPIOBa a ce MMa APEeABHA BEIMOXKHOCTTA 33
ChpacyeH 0J10K WM ABJITH CHHYCOBH May3H (BXK. Touka 4.4),

** YecToTaTa Ha CITyHaHTe ¢ XaMOUMHALKH, HeOOHMUaHH ChHUILA, KOIIMAPH, XKMTALMS H arPECHBHO
MOBERCHHE HAMANABA ¢ HAMA/ABAHE HA 103aTa WIH IIPU [IPEKbCBAHE HA JICHEHHETO.

*** B ciyywaii Ha neobscHHMO YepHozpobHO HapylieHHe TpAGBa Aa ce 0GMHUCIH MPEKbCBaHE HA JIEYEHUETO C
Amanuep O/T.

*4** Cpobmasa ce, ye pabaoMuonu3a ce pasBHBa HE3aBUCHMO OT 3/10KA4YECTBEHHA HEBPONENTHYEH CHHAPOM
M B TACHA BPBH3Ka CJIE/ 3alI04YBaHE Ha JICYCHHETO ¢ JOHENE3WI HIIH ¢ MOBHILUABAKE Ha NO3aTA.

CroOlaBate Ha NOAO3UPAHH HEXENaHH peaKIuH

CpobmaBaHeTo Ha MOIO3MPAHK HEKE/TAHH PEaKLMH Cliell pa3pellaBaHe 32 ynoTpeda Ha JeKapCTBEHHS
MPOAYKT € BAXKHO. TOBa MO3BO/IABA Aa NPOALIKH HAOMONCHHETO HAa CHOTHOLLEHHETO MOJ3a/PHCK 38
JIEKapCTBEHHA NPOAYKT. OT MEAMIIMHCKUTE CIICLHANHCTH C€ H3HCKBa a ChoOIMaBaT BCAKA NOXO3IHPAHA

HeXeNlaHa Peakilis JUPEeKTHO upes.
H3menHuTENHA areHuua no Jekapcreata (MAJI):




yn. ,Jdaman ['pyes™ Ne 8
rp. Copusa 1303,

Ten. +359 2 8903417
e)1. noina: bda(@bda.bg
yeOcaifT; www.bda.bg

4.9 IIpeno3npane

OnpenencHaTta cpeaHa NeTalHa J03a Ha JOHENE3IWIOB XHAPOXIIOPHA CNeA NPpUNoKeHWe Ha ¢IHOKPaTHA opaHa
[03a NPA MEIIKH H IUTeXoBe € 45 1 32 mg/kg, pecniekTHBHO, WK npubnusurento 225 u 160 myTH no-BHcoka
OT MaKCHMAaJIHaTa NpenophYHTeNHa A03a IPH Xopa oT 10 mg xHeBHO. [{030-3aBUCHMH NPH3HALIM Ha
XOJIHHEPrH9YHA CTHMYNALNA ca Ha0MmOJaBaHH NPH XKUBOTHH K BKIOYBAT HAMAICHH CIIOHTAHHH JBIDKCHMA,
HEBB3MOXKHOCT 32 H3NPAaBAHE, OJIONABAINA Ce ITOXOAKA, JaKpHMALUA, KIOHUYHH NPANAJBLH, TOTHCKaHEe Ha
AMLIAHETO, CAllHBALMA, MHO33, acUMKyTalMK N NOHMWKABAHE HA NOBBLPXHOCTHATA TENECHA TEMIEPATyPa.
[Ipeno3upaneTo ¢ XOMHHECTEPA3HY HHXUOUTOPH MOXKE Ja AOBEHE X0 XOJIHHEPru4YHa KpH3a, MposBABAla ce
ChC CHITHO rajieHe, MOBPBINaHe, NOBMIICHA CAJIHBALIMA, H3NOTABAHE, OpaauKapAHA, XUNOTOHMA, NOTHCKAHE Ha
AUIIAHETO, KOJIANC H KOHBYICHH. BB3MOXKHO € Ja BB3HHKHE H3pa3eHa MYCKYJIHA ¢1abocT, KOATO MoXKe 1a
AOBERE A0 CMBPT MpPH 3acATaHE Ha AMXATE/NHATa MycKynaTtypa. Kakro npu Bcexu cyuqait Ha npeno3upaHe ce
npoeexpaT 061 noaxepKamM Meponpuatua. Karo aHTHaoT npu npeaosupane Ha Ansanuep OJIT morat fa
611aT H3NOM3BaHH TePLIHEPHH aHTHXONMMHBEPTHIM KaTo aTponuH. IIpenopbaBa ce THTpHpaHe Ha ATPOITHH
Cyn(parT HHTPaBEHO3HO 0 NOCTHTaHE Ha KeoOxoauMua edekT: HavanHa 1o3a o 1,0 no 2,0 mg iv. ¢
nocaeaABalO AO3HpaHe Criope] KIMHHYHOTO NOBNHABAHE. [1pH eAHOBpEMEHHO NMPUNOXKeHHE Ha
XOJTMHOMHMETHUIIH C KBATEPHEPHH AHTHXONHHEPIHUM KATO [MUKONAPOIAT € HabmoaaBaHo ATHIIHYHO
NORTHABAHE Ha KPBBHOTO H ChpJieHHaTa decToTa. He ¢ H3BECTHO AaNIH AOHENE3KNOB XHAPOXJIOPHI H/ANH
HEroBHTe MeTabOMHTH MOTAT 1a Ce OTCTPAHABAT 4pe3 AMajin3a (XeMOaHaNH3a, NePUTOHSANHA NHATH3A WIH

XeMoQTTpaLm).

S O®APMAKOJIOTHYHH CBOUCTBA

3.1 PDapMaKOAHHAMHYHHE CBOACTBA

PdapMaKkoTepaneBTHYHA IPyNIa: JICKApCTBa 3a AeMEeHLMA, aHTUXOJTHHECTepa3HH
ATC xon: NO6DAOQ2.

Mexanu3ssM Ha AeHCTBHE
HoHene3wios XUAPOXIOpHA ¢ ciendieH H obpaTHM MHXHOHUTOD HA aLETHIXONHHECTEpa3arTa,

npeoOnagasaliaTa XOMHHECTEPA3a B MO3bYHATA ThKAH. JJoHene3sunoB xuapoxsopua in virro e 1000 meTH no-
MOLLUCH HHXHOUTOP HA TO3U €H3IHUM, OTKONKOTO Ha Oy THPMIIXOJIMHECTepa3aTa, €H3MM, KOHTO € pa3mpocTpaHeH
NpeaH BCHYKO M3BHH IICHTPANIHATA HEPBHA CHCTEMA.

Ldemenuna Ha Amuxaimep

Ilpu nanuMeHTH € AeMeHUMA Ha AnuxaiMep, BKIIOYEHH B KIIHHHYHHU IPOYYBAHHA, NPHWIOKEHHETO Ha
NOHENE3HNOB XHAPOXAOPHI BeAHBXK AHEBHO B f1o3a 5 mg wiH 10 mg Boan A0 paBHOBECHO HHXHOHpaHe,
pecnekTHBHO Ha 63,6% u 77,3% oT aneTwIxonHHecTepa3HATa AKTUBHOCT (H3MEPEHa B ePHTPOLIMTHHTE
MeMOpaHH) rpH #3MepBaHe ciep ao3upane. Muxubupanero Ha auernaxonneecrepasara (AXE) B
EPHTPOLIMTHTE OT JOHENE3MWIIOB XHAPOXIIOPHA KOPENIUpa BB BHCOKA cTeneH ¢ npoMeHnTe B ADAS-cog,
YYBCTBHTEJIHA CKAJIa, C KOATO C€ MpOYYBaT ONPEAC/ICHH aclleKTH OT KOTHUTHBHUTE pyHkunn. He e npoyueH
MOTEHLHANTST HA HOHETEe3HIOB XHAPOXJIOPH 2 [TPOMEHS [POTHYAHETO HA MOIe)Xalla HEBpPONaTonornd,
38TOBA HE MOXE [1a C€ CUMTa, Y€ UMa HAKAKBE ePEKT BhPXY Pa3BHTHETO Ha 3a00ABAHETO.

EdukacHocrra Ha NeyeHUeTo ¢ IOHENE3WI0B XUAPOXIOPH € H3C/IeBaHa B YETHPH naunebo-KORTpoaHpanu
KITHHUYHH NpoydBaHisd, 2 OT KOHTO ca OWIH ¢ TIPOAB/DKMTEAHOCT 6 Mecela ¥ iBe — ¢ MPOXB/DKATEIHOCT |
rofiMHa,

B 6-MeceuHo KIMHAYHO [IpOYYBAaHE € HalpaBeH aHANM3 B Kpas Ha TepanuATa ¢ JOHENe3wl, Ka




Interview Based Impression of Change with Caregiver Input — CIBIC (Bnesarnenne 3a npoMsna Ha
KNUHULKHCTA, OCHOBAHO HA HHTEPBIO H ¢ HH(pOpMalng oT HoHOrAENa9a — MApKa 3a 0010TO BYHKIHOHHpPaHeE)
H [Toackana Ha exceTHEBHHUTE AEHHOCTH Ha KNMHWYHATA OLICHBYHA CKana 3a JeMeHUHA (MApKa 32
BB3MOXKHOCTHTE B 00IIECTBOTO, noMa W XOOHMTATa M rpHkaTa 3a cebe cH).

HﬂllHEHTH, KOHTO OTTOBAPAT HA NNOCOUYCHUTE NO-A0NTY KPHTCPHH, C€ CIIPEACNAT KAaTO NMOBJIMABALINA C€ OT
JICHCHHCTO.

Iornusapane = [loaoOpapane Ha ADAS-Cog ¢ MHMHUMYM 4 TOYKH
JIunca Ha rnourasaxe B CIBIC +
Jlunca va Bnowapade no [loackana Ha exeaHeBHUTE AeiHOCTH Ha KnMMHHMYHATa OLleHBYHA

CKa/la 3a IEMCHLUHAA

I | % IlosnusaBaHe

Q6w Opo¥t mauweHTH, 3anovyHany | [TaldeHTH, KOHTO MOANEKAT Ha
poy4saHeTo (n=363) | oneHka (n=352)
[Lnanebo 10% 10%
['pyna, npuemama aoHeneswnos | 18%* 18%*
XHAPOXIIOPHA J mg
I'pyna, mpuemaina aosene3usioB | 21%* 22%**
xuapoxjgopua 10 mg
* p<0,05
** p<0,01

ﬂDHEHBBHﬂ NpCAX3BHKRAG N032-3aBHCHMO CTaTHCTHYCCKH 3HAYHUMO MOBHLIABAHEC Ha MPOLCHTA HA NAIIHCHTHTE,
KOHTO CC€ ONNpCOCIIAT KAaTO NOBJIMABALIH C€ OT JICUCHKETO.

5.2 DapMAKOKHHETHIHH CBOiicTBA
Abcopbuus

MakcHManHHuTe MNasMEeHK KOHUCHTPALMY ce JOCTHraT NpRONH3MTENTHO 3-4 Yaca cnej nepopaiHo
npunoxedue. IlnazMeHNTe KOHICHTPALIMH H IUTOINTa 104 KPUBATA HApacTBaT MPONOPLHOHANIHO Ha 103aTa.
TepMHHANTHHAT NOMYXHUBOT € NpubauauTento 70 yaca; clneaoBaTETHO MHOTOKPATHOTO MPHJIOKEHHE HA
€AHOKPaTHHM AHEBHM A0O3H BOAM A0 NIOCTENEHHO AOCTHIaHE HA PABHOBECHH KOHUeHTpauuH. [Ipubmizurenno
CECTOAHME HA PABHOBECHA KOHUEHTpPAlIHA C€ AOCTHIa B PAMKKHTE Ha 3 CEAMHMLM CNeA 3arno4YBaHe Ha TepanuaTa.
Cnen mocTHraHe Ha paBHOBECHO ChCTOAHHE, IUIA3MEHUTE KOHIEHTPALUMH Ha JOHETIE3HNIOB XHAPOXIOPKA U
CBBp3aHaTa ¢ TAX (papMaKkoJIHMHaMHYHA aKTHBHOCT NOKa3BaT cnaba BapHaGHIHOCT B TE4EHHE HA ACHA.

PasnpeneneHue

JoHene3nnos XUAPOXIIOPHA Ce CBBp3Ba MPUONH3UTENHO B 95% C Y0BEWIKHUTE NNa3MEHH NPOTEHHH.
Cabp3BaHETO ¢ ILUTA3MEHHTE MPOTEMHA HAa aKTUBHUA MeTA0OIHT 6-O-ne3MeTn TOHeNne3 W He € H3BECTHO.
PasnpeneneHHeTo Ha NOHENEIWIOB XHAPOXIIOPHI B PAIIMUHATE TENECHH ThKaHH HE € HAITBJIHO Npoy4eno. Bee
NaK B Npoy4BaHUA NpH 34paBH NOOPOBOILM MBXKE € YCTAHOBEHO, 4e 240 u. cliel NpUnoKeHHeTo Ha 5 mg
IOHENEe3NNOB XHAPOXIIOPHL, MapkupaH ¢ '*C, mpubnu3urento 28% ot Mapkepa He € 6w yecraHoseH. Tosa
NMpearnoJiara, 4e JOHENEIWIOB XHAPOXIOPHI W/ HIHN HEroBHTE MeTabOMHTH MOTaT Aa NEPCHCTHPAT B TANOTO 3a

nopeue ot 10 auu.

MeTtabonuzbM / EnMMHHHpaHe
HoHenesw1oB XUAPOXIJIOPHA ce eTUMHHMpA KaKTO 4pe3 OTACNUTESTHATA CHCTEMA B HEMMPOMEHEH BHJ, Taka H

gpe3 MeTabosTH3HpaHe OT CHCTeMaTa Ha LUTOXpoM P-450 no MHOroGpoiiHH MeTaboNHTH, He BCUYKH OT KOMTO
ca HaeHTUOHLMpaHy. Cnea npuoxeHye Ha eHOKPAaTHA 032 JOHENE3IWIOB XMAPOXJIOPKI 5 Mg, MapKHPaH C
“C, nnasMeHaTa pajMOaKTHBHOCT, M3pa3eHa KATO MpPOLEHT OT NPHIOKEHATA 1033, € G1ia npecTaBeHa npesy
BCHYKO KaTO HempoMeHeH foHenesnnor xuapoxinopna (30%), 6-0O-aesmerin noHenesznn (11% - eAHHCTBEHHAT
MeTabOJIHT, KONTO MPOABABAa AKTHBHOCT, MpOAOGHA Ha Ta3H Ha JOHEMEIWIOR XHAPOXIIOPH), HOHEME3UI ~LIuC-
N-okcun (9%), 5-O-peamerun nonenesmn (7%) M rMOKOPYHHPAHUA KOHIOTAT Ha S5-O-ne3MeTi1 JoHene3wn
(3%). TlpnGasurento 57% oT WANOTO KOMMMECTBO PAAHOAKTHBEH MapKep € YCTAaHOBEHO B YPH




OnotpaHchopMauHaATa ¥ eKCKpeuyaTa B YPMHaTa ¢a ITbPBUYMHH ITHTHINA 33 eNHMHUHKpaHe. HAaMa AaHHHU, KOMTO
Ja FOBOPAT 34 CHTEpOXeNaTaIHA PELUHPKYJIALIMA Ha JOHEIIC3WIOB XHAPOXTOPUA /UM HAKON OT HErMOBHTE
MeTabomuTy.

[lnasMeHHUTE KOHLICHTPALNHA Ha JOHETIC3WT HAMAaNABaT € IU1a3MEH MOy KUBOT OT MpHOnn3uTeaHo 70 gaca.

Cnenyangy nonynaluu

Ilon u paca
ITombT, pacaTa H TIOTIOHOMYLICHETO HAMAT KIIMHHYMHO 3HAYHM e(eKT BbpXY IUTa3MEeHHMTE KOHLICHTPAIIMM Ha

NOHEIE3INIOB XUAPOXJIOPHA.

Hayuenmu e cmapuecka ev3pacm

®apMakOoKHHETHKaTa Ha ICHENE3nIt He € Npoy4yBaHa pHUpManHo OpH 3aApaBH A0OPOBONLM B CTapuyecKa Bh3pacT
WM NPH NALMEHTH ¢ AntixaliMep. Bee nak cpeHUTE IVIa3MEHH KOHHEHTPAUKK [IPH NMalHEeHTH CbC CXONHH BbB
BHCOKA CTEMNEH ¢ TE3N NPH 30pasH MiIaan noOpOoBOILM.

Yeprnoodpobua nedocmamvyunocm

ITpu nauueHTH € NeKa A0 CPEAHO TEXKA YepHOAPOOHA HEZOCTATRUHOCT C€ HAbMOoAaBa NOBHINCHHE Ha
PAaBHOBCCHHTE KOHLECHTPALMH Ha AOHENE3WN, nosuinenne Ha cpefHara AUC ¢ 48% n nosuienue Ha
cpenHaTa Cmg ¢ 39% (BX. TOUKa 4.2).

5.3 IlpeAKAHHBYHH AAHHH 33 6e30naCHOCT

OOmHpHA NpoYYBaHUA NPH EKCIIEPHMEHTATHM XHBOTHH ¢a YCTAaHOBWIH, Y€ TOBA CHEANHEHHE NPEAN3BHKBA
Mako ehekTH H3BBH XKeNaHUTE GapMaKOIOrM9HH, KOHTO ChOTBETCTBAT Ha HENOBOTO AEMCTBHME KATO
XONMHHEpruueH cTuMynaTop (BXK. Touka 4.9 [Ipenosupane). [loHenesun He ¢ UMan MyTareHeH e(ekT B
NMpOBEJEHUTE TECTOBE 3a MyTaLUK ¢ OAKTEpHAIHH KJIETKH H KIETKH oT bozaiiHuiy. In vitro ca HabmogaBanu
HAKOH KJIaCTOTeHHH €(eKTH NMPH KOHLUEHTPaLMH, KONTO ca OWTH BUAHMO TOKCHIHH 33 KIETKHTE H ca
HaaxBbpnswiK 3000 MbTH paBHOBECHUTE TUIa3MEHH KOHUEHTpauuu. [Ipu in vivo uanonssane Ha
MHEKpPOHYKneapeH MOAie/1 IpH MHUIUKH He ca Hab/moaaBaHy KIaCTOMeHHH WK APYTH F’eHOTOKCHYHH €eKTH.
Hama n1aHHH 32 OHKOT€HEH MOTEHIHAN MPH ABITOCPOYHH NIPOYYBAHKSA BHPXY KaHLEPOreHHOCTTA KaKTO MpH
IUTBXOBE, Taka M NMPH MHULIKHU.

JIOHENE3UIOB XHAPOXJIOPHA HE ¢ HMa PEeKT BbpXY (PEPTHINTETA HA UIBXOBE M HE € OHJT TEpaTOTEHEeH NpH
IIBLX0BE WK 3aMLM, HO € HMan cJial edeKT BbpXy MBPTBOPAKIAHUATA M PAHHATA NPEXKHBAEMOCT Ha
HOBOPOACHMTE NIpH OpeMEHHH TLTBX0BE B 103a S0 meTH, HAOXBBPIAIIA A03aTa, NPUTAraHa TP Xopa (BXK.
TOUKa 4.6).

6. OAPMAILEBTHYHH JAHHH
6.1 CnuchbK HA NOMOIBHATE BeIlecTBA

Manuton (E421)

Copburon (E420)

KpocnosuaoH

Hatpues Metabucyngur (E223)
Cunuumer AHOKCHI, KOTOHAEH Be3BoneH
Cunnuyes JHOKCHI, KOTOHIAEH BoAcH
Acnapram (E951)

Harpues creapun ¢pymapar

Marne3neB creapar

MUEKpOKpHMCTalTHa HeTyno3a




6.2 HechBMECTHMOCTH

Hempunoxumo

6.3 Cpox Ha rogsoct

3 roavHu

6.4 CoennanHH YCJIOBHS HA ChXPAHEHHE
Ha ce cpxpanaBa Ha MACTO, HEJOCTBITHO 3a Jelia.
Ja ce cpxpaHiaBa B OpHIHHANHATA ONAKOBKA.

Ha ce cpxpansasa nog 25°C.

6.5 BHA B ¢CBABPKAEHE HA ONIAKOBKATA

AnmyMunuesy PVC/OPA/AL/PVC 6ircrepn, MOKpUTH ¢ aTlyMHHHEBO (PONTHO.

Enun Gnucrep ceappxka 7 6pos TabneTky.
PasMep Ha onakoBkara: 28 6pos tabnerxu (1 onmakoBka/ 4 6nucTepa).

6.6 CoennaJIHE NPeANa3HH MePKE BpH H3XBLpAsHe H pabora
Hama cienmanTHi H3MCKBAHHA 32 U3XBLPJIAHE.

Hen3snom3BaHUAT NEeKapCTBEH NPOAYKT WM OTHAARYHHTE MATEPHANIH OT HEro TpAOBa Aa ce U3XBLPJIAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHMA.

7. [IPHTEXATEJ HA PASPELHIEHHETO 3A YIIOTPEBA

HOBEJI ®APMA EOO/
Oyin. ,,bearapus” Nel 09
Cotusa 1404, bparapns

8. HOMEP(A) HA PAZPELIEHHUETO 3A YIIOTPEBA

Perucrpannonenr Ne: 20220019

9. JATA HA ITbPBO PAZPELLIABAHE/TIOTHOBABAHE HA PAZPEIIEHHETO 3A
YHIOTPEBA

Hara Ha mbpBo paspemabane: 18.01,2022 r,

10. JATA HA AKTYAJIUZ3UPAHE HA TEKCTA

01.2025r.




