KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. HUME HA JIEKAPCTBEHMUA ITPOAYKT
A ORL O IRD

Amanuep OJT 10 mg Tabnerku, AUCneprupaily ce B ycTara
Alzancer ODT 10 mg orodispersible tablets

6 Y 74 19 -05- 2075

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB
Bcska Tabnerka cpabpxka 10 mg nonenesunos xuapoxiopua (donepezil hydrocloride).

[ToMOIIIHY BENIECTBA C H3BECTHO JEHCTBHE
acnaptam (3 mg), copouros (20 mg), HarpueB MeTabucyndur (1 mg), manuron (90 mg).

3a MbJIHUA CITUCHLK HA MOMOIIIHUTE BelllecTBa BMKTE To4ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka, nucnieprupaiua ce B ycrara.
benu, kpbrnu Tabnerku ¢ Haanuc ,,ALZ” ot enHara ctpana u ,,10“ ot apyrara ctpaHa ¢ auameTsp 9,4 mm.

4. KJJUHUYHHU JAHHH
4.1 TepaneBTHYHH NOKa3aHHSA

Anzanuep O/IT TabneTku ca noka3zaHu 3a CHMNTOMATHYHO JIEYEHHE HA JIEKH 10 CPeAHOTEKKH hopMH Ha
JeMeHLUA Ha AJuxanMmep.

4.2 JL03HpOBKa H HAYHH HA NPHJI0KEHHE

Ho3upoBKa

Bwv3pacmuw/nayuenmu 6 cmapyuecka év3pacm

JleyeHnueTo ce 3amousa ¢ 103a OT 5 mg/JieH (eAHOKpaTHO AHEBHO A03upaHe). Jlo3aTta oT 5 mg/neH TpsadBa j1a ce
MpuJara Hai-manko | mecew npeau aa Moxke a ce HarmpaBH Hal-paHHA OLIEHKA 3a MOBJIMABAHETO OT
JICYEHHETO U 3a J1a Ce€ IOCTUTHAT paBHOBECHHM KOHLUEHTPALIMKMU HA JOoHene3u1oB xuapoxnopua. Cnen kaTo ce
HanpaBH KJIMHHYHA OLIEHA Ha €[IHOMECEYHOTO JIEUEHHUE ¢ 103a 5 mg/neH, no3ata Ha Anmsanuep O[T moxe na
ce nouiuH 10 10 mg/neH (eAHOKpaTHO AHEBHO A03MpaHe). MakcHMasiHaTa npenopb4YuTeHa n03a € 10
mg/nex. [Ipunoxennero Ha no3u Haa 10 mg/aeH He e U3cneABaHO B KIIMHUYHM MPOYYBaHUA.

Jleuenuero Tpabpa na 6bA€ 3a1M0YHATO M NMPOBEXKIAAHO OT JIEKAP C ONHT B JHATHOCTHKATA U JICYEHHETO Ha
AeMeHUus Ha AnxaiMep. Jluarnosara TpsabBa 1a 6b/1€ M0CTaBeHa CHIIIACHO OOLIONPHETHTE MPHHLMITK (Hamp.
DMS 1V, ICD 10). Tepanusara ¢ noHene3un TpadBa Aa 3ano4yHe caMo B ClIy4aii, 4e € OCHrypeH 0oJTHorenay,
KOMTO peI0BHO [1a CJIEIM ITpHeMa Ha JiekapcTBoTo. [loqabpakaliioro neueHne Moxke 1a NpOAbJ/KU 1I0TOraBa,
JI0KaTO MMa TepaneBTHYHA MoJi3a 3a O0MHHA.

ETo 3a10 € He06X0AMMO /1a ce MpaBH NEpHOAHYHA MPEOLICHKA Ha KITMHHYHHUSA €eKT OT JIEYEHHUETO ¢
noHenesu. TpsaOBa 1a ce 0OMUCH MPEeKbCBaHE HA TEpPaNMATa, KOraTo Be4e He ca HAJIMLE JJaHHH 3a
TepaneBTHYeH edpexT. MHAMBHAYATHOTO NMOBIHABAHE OT JICUEHHETO C JIOHENE3H)I HE MOXKe J1a Obae

[IPOrHO3UPAHO.

I1pn npexbcBaHe Ha JIe4EHUETO ce HabMOaaBa NMOCTENEHHO U3ue3BaHe Ha OnaronpuATHUTE eekTH Ha
Anmzanuep OT.

[Teouampuuna nonynrayus
Ansanuep O/IT He ce npenopbuBa 3a MpuiaraHe MpH Jela U KOHOLIM Ha Bb3pacT noj 18 roauHy.




ITayuenmu ¢ 6v6peyno u yeprodpobro yepexcoare
ITono6Ha cxeMa Ha qO3MpaHe MOXe Ja Oble [IPUWIOKEHA NMPH NMalKMEHTH ¢ 0BOpEeUHO YBpexXaaHe, 3allloTe TOBA
CBCTOAHUE HE NMOBMHABA KITHPBHCA Ha JOHENE3HIOB XHIPOXJIOPHA.

ITopanu BB3MOXKHOCTTA 3a HapacTBaHe Ha KoHUeHTpauuuTe Ha Amanuep O/IT npu nexo 10 CpegHO TEXKO
yepHOAPOOHO yBpexIaHe (BK. TO4UKA 5.2) NOBHILABAHETO HA H03aTa TpAORA a cTaBa B 3aBUCHMOCT OT
HHAMBKIYAITHATa MOHOCHUMOCT. HaMa naHHH 3a npuioxeHueTo Ha AsnaHuep O/T nmpu nangedTH ¢ TeXKKO
YepHOAPOOHO YBpEXKAAHE.

HauyuH Ha NpHNoKEHHE
Amanuep OAT 1pabea aa ce npuema nepopanHo redep nMpenu jgaraHe. Tabnetxara Tpabaa Aa ce CIOXKH Ha

€3HKa H JIa ce AaZie Bh3MOMXKHOCT Aa Ce pasnajHe ITPeau Aa ce NorbliHe ¢he Wik 6e3 Boaa, criopel
ApEeaNoYHTaHHETO HA MALIHEHTA.

4.3 IIpoTERONOKAZAHAS

Amanuep O/AT e npoTHBONOKa3aH NPH NALUMEHTH CHC CRPBXYYBCTBUTENIHOCT KbM AKTHBHOTO BELIECTBO,
NMUNEPHANHOBH MMPOU3BOAHH HJIM KBM HAKOE OT IOMOLLHHTE BEHIESCTBA, H3OpOEeHH B TOUKA 6.1,

4.4 Coenuanig OpeaynpexIeHAs H NpeANaZHH MepKH NpH ynoTpeba

He ¢ nicneapano npunokeHHero Ha Amaduep O/IT npu nailMeHTH ¢ Te)XKa AEMEHUMA Ha AnuxaikmMep, apyry
BHAOBE NEMEHIHA WIH APYTH BHAOBE NIAMETOBH Pa3CTPOMCTRA (Halp. Pb3paCTOBRO HapyllaBaHe Ha
KOTHUTHBHHUTE (YHKLINH).

Avecmesus
Karo xonunecrepaszeH HHXubUTOp € BeposaTHo Ansanuep O[T na noreHiupa edekra Ha
CYKUHHIWIXOITHHOBHUTE MHOPENAKCAHTH O BPEME Ha aHECTE3HA.

Covpoeuno-cwoosu 3aboassanus

[Topanu $apMakoNOrHIHOTO CH ACHCTBHE XONMHECTEpa3sHUTE HHXHOMTOPH MOraT Ia HMAT BaroTOHMYEH edeKT
BLPXY ChpACHHATa 4ecToTa (Hanp. Opaaukapans). BepoaTHOCTTa 3a Bb3HUKBAHE Ha TaKbB €(heKT MOXeE f1a €
0cOOEHO BaXKHa NPH NAUNEHTH CBC ,,CHHAPOM Ha 6ONHUA CHHYCOB BB3€a'* WK APYTH CYNPaBeHTPHKY/IapHH
HapYLICHHA B NMPOBOJHATA CHCTEMA Ha CHPLIETO KATO CHHOATPHANICH WIH aTPUOBCHTPHKYJIApEH 6TOK.
Hoxnaapanu ca ciryvyad Ha CHHKON WIH npunaasuH. [lpn nicmeapane Ha TakMBa NaLMeHTH TpAOBa 1a ce
OTYHTa BL3MOXKHOCTTa OT BL3HHMKBAHE HA ChpleveH OJIOK H OBJIrM CHHYCOBM NHayiu.

Cmomawro-upesnu 3abonseanun

[TauMeHTH ¢ MOBUIICH PHUCK OT PAa3BUTHE HA A3BU, HANp. TAKMBA C aHAMHE3Aa 32 A3BeHa 00JIeCT M TaKUBa,
KOHTO FIPMEMAT HECTEPOHAHU NpoTHROBB3INANHTENHHK cpeacTBa (HCIIBC) eanoppemenno ¢ Ansanuep OAT,
TpaOBa na ce MOHHTOpHUpAT BHUMaTenHo. KiIMHHH9HHTE MpOYYBaHHA ¢ JOHENMEIWIOB XHApoXIopua, obaue He
MOKa3BaT MOBHIIABAHE HAa YECTOTAaTa HUTO Ha MENTUYHATA A3BEHA OONECT, HUTO HA KbPBEHE OT CTOMAIIHO-
4YPEBHHUSA TPAKT B CPpaBHEHHE ¢ mnauebo.

Ypozenumannu 3abonsseanus
Brnpeku qe He e HabiroaaBaHo NMPU KNTHHUYHM HPOYUBaHKA ¢ JOHENE3WIOB XHAPOXIIOpH/,
XONMHOMHMETHLINTE MOTAT Ja NPEAH3BUKAT OOCTPYKTHBHM CHMITTOMH OT CTPaHa Ha MMKOYHHA MEXYP.

Hegponozuunu 3abonssanun
Cyurta ce, 4e XONMHOMUMETHLHTE MOTaT A3 MPUYHHAT reHepaHiHpaHn npHnaasuM. [ToBHieHOTO
Npeapa3snonoxeHne KbM NpUnagbly 00aye Moxe Jja € CHMIITOM Ha OonecTra Ha AmrxaiiMep.

B13MOXHO € XOMHHOMHMETHILHTE 13 000CTPAT WIH Ja HHIYIUMTAT EKCTPATHPAMHAHN CUMITTOMH.
3noxavecmeen negporenmunien cunopom (3HC)

3HC e noTeHIManHo XKUBOTO3aCTPALIABAILO CHCTOSHUE, XapaKTePHIHPALIO ¢ ¢ XHIIEPTEPMHs, MYCKYNHa
PUTHOHOCT, BEreTaTUBHA HECTAOMITHOCT, TPOMEHEHO Ch3HAHHE H NOBHIIICHH HMBA HA CEpYMHATa Kpe




¢ocdoxnHaza. JHOMBIHHTENIHHTE MPU3HALM MOKE [a BKIOYRAT MHOTIOOMHYpHA (pabooMHONH3a) H 0CTpa
016pevHa HeAOCTaTLYHOCT.

Hma cvobinennn, 9e 3HC ce cpelia MHOTO pAIKO BBB BpB3Ka C JJOHENE3W1, ¥ MO-KOHKPETHO NPH NIallMeHTH,
KOHTO NOMY4YBAT €AHOBPEMEHHO AHTHIICHXOTHIIH.

AKO naiiHeHT pa3BHe nokasaTenaHy 3a 3HC npH3HauM #H CHMOTOMH WM aKO MMa HeOOACHHMO BHCOKa
TeMneparypa 6€3 AOMbAHMTENHR KIMHHYHHE nposaBd Ha 3HC, neyenuero Tpadsa aa Obae cnpaso.

benoodpobru 3abonasarus
ITopaau XOIMHOMHMETHYHOTO CH IEHCTBHE XOMHHECTEPa3HUTE MHXUOHTOPH TPAOBA 1a Ce NPEaITHCBAT
BHUMATEJIHO TTPH NIALIKEHTH C aHAMHe3a 3a acTMa WiH oOCcTpyKTHBHA 6enoapobua Gonecr.

[Tpunoxenuero Ha Amsanuep OJlT enroBpeMEHHO ¢ OpyrH HHXHOHTOPH Ha alleTIIXOJIMHECTEPasara,
arOHMCTH WIHM AHTArOHHUCTH HA XOJIMHEPrAvYHAaTa CHCTEMa TpAOBa fa ce H3hArna.

Tescko wepHoOpoOHO yepescoare
Hama naHuu 3a npuioxenre Ha AmsaHuep OAT mpu naideHTH ¢ TeXKO 9epHOAPOOHO YBpeXKIaHe,

CMupmuoCcm 6 KTUHUYHUME UZNUMBAHUR 3d CbO08A OEMEHYUR

IIpoBeneHu ca 3 KIHHHYHH NPOYYBAHHUR ¢ NPOTLDKUTENHOCT 6 Mecela, NPOYYBALIM MHAHBHIM, KOHTO
otropapAT Ha NINDS-AIREN kpurepnuTte 3a Bb3IMOXKHa HIIH BEpOATHa chaosa Aemenums (CI). NINDS-
AIREN xpuTepHHTe ca MpeAHa3Ha49e¢HH 3a onpeaesaHe Ha NAlUEHTHUTE, PH KOUTO AEMEHIHATA M3TNeXa ce
IBIDKH CaMoO Ha ChAIOBH NMPHYHHH H [a € H3KIMOYaT NaluHeHTH ¢ 6onectTra Ha AnuxaiiMep. B mpsoTo
npoyuBaHe, NPOLCHTHT HA cMBPTHOCT ¢ 611 2/198 (1,0%) Ha DoHene3wnoB XHapoxyopua 5 mg, 2/206 (2,4%)
Ha JoHenesnnos xuapoxaopua 10 mg u 7/199 (3,5%) Ha nnane6o. Bxs BTOpOTO NMpOoydBane, NpolLeHTa Ha
cMmbpTHOCT OMn 4/208 (1,9%) Ha noHene3wioB xuapoxnopua 5 mg, 3/215 (1,4%) Ha AoHenesnnoa
xuapoxnopua 10 mg u 1/193 (0,5%) na nnauebo. B tperoTo mpoyupane, NPOLEHTHT HA CMBPTHOCT € G
11/648 (1,7%) na noHene3nnos xuapoxnopua 5 mg u 0/326 (0%) Ha mianebo. IIpoueHTHT Ha CMBPTHOCT
TpuTe npoy4BaHud 3a Cl odeanHeHH B rpynata Ha nodeneawnor xuapoxuopua (1,7%) e 6un yHcnedo no-
BHCOK OT TO3H B Ipynara Ha rutauebo (1,1%), Ta3n paznnka obade He € CTaTHCTHYECKH 3HATHMA.
BOMIMHCTBOTO OT CMBPTHHTE CITyYaH MpH NAUMEHTHTE, MPHEMAaIly AOHEeNe3Wn XMIPOXJIOPH WIH ILnanebo
H3rJieXka € pe3yNTar OT pasIMYHM ChROBO 00YCNOBEHY NPHYMHH, KOUTO OHXa MOTJIHM Ja Ce OYaKBAT B Ta3u
NOMmyJIaltis Ha JIALA B CTAPYECKa Bh3pacT ¢ NOLIEKAINO CHAOBO 3abonaBaHe. AHAIIN3 HA BCHUKH CEPHO3HH M
He(daTATHH U (paTalTHH CBAOBH CHOMTHA HE € MOKa3al pa3JiIKa B U€CTOTATa Ha ITOABA B IpyIara Ha
JOHEME3NTOB XHAPOXJIOPHI B CpaBHEHHE C Mnaneo.

B 0606wenn npoyusanua 3a 6onectra Ha Anixalimep (n=4146), n npu o6ennHABaHEe Ha TE3H NPOYYBAHMA 34
OonectTa Ha AnixafiMep ¢ ApYry NpOyMBaHUA 3a JUMEHLHA, BKIKYHTEIHO NMPOYYBAHHA 33 CHAOBA AEMEHIIMA
(06mo n=6888), NpOUEHTHT Ha CMBPTHOCT B I'PYNHTE HA IW1aLe60 YHCIEHO € HA/IBUINABal TO3H B IPYIIATE Ha
AOHENE3WI0B XHAPOXAOPH],

Amanuep OAT ceabpxka acnapram (E951), ustTouHHk Ha ¢peHunananud. Moxe na 6B0€ BpelieH 3a Xopa ¢
$EeHWIKETOHYPHA.

Amsanuep OAT cueabpxka copduton (E420), ustoununk na dpykrosza. Moxke na 6bae BpesieH 3a xopa ¢
HacJieACTBEHA HEMMOHOCHMOCT KM (PpYKTO3a.

Amanuep OIT craspxa Hatpuer metabucyndur (E 223), xoifTo B pefiku clTydan MOXe 2 IMPHUHHH TEXKH
peakiHH Ha CBPBXTYBCTBHTENHOCT H OpPOHXOCIAZBM.

Amanuep OHT cbabpxka manuton (E421) n Moxke na uma cnabo u3pazeHo clnabUTeNHO AeicTRYE.

4.5 B3aHMOOeHCTBHE ¢ IPYrH JNeKAPCTBEHH NPOAYKTH H ApYra GopMH Ha B3aHMOA el cTBUE

JOHENE3MIOB XHAPOXJIOPHA H/HIH HAKOH OT HErOBHTE METabOJIHTH HE HHXHOUPAT MEXaHH3IMa Ha TeohHIHH,
BapdhapHH, UHMETHAHH WIH JUTOKCHH HPH Xopa. MeTabNoNH3MBT Ha JOHENEIWIOB XHAPOXIOPH] -
OT €AHOBPEMEHHO NMPUNOKEHHE Ha JHTOKCHH WIH UMMETHAMH. [IpK npoyuBaHKA HH BHTPO € yePducgi
H30eH3MMHUTE 3A4 U no-Maika creneH 2D6 Ha nyuroxpom P-450 yuacTear B MeTaGonu3Ma / e




IlpoyuBaHus Ha IEKAPCTBEHH B3aMMOACHCTRYA, IPOBEACHHA HH BHTPO, Ca NOKA3allH, 9€ KETOKOHA3a1 U
KBHHHAHH, HHXHORTOPH pecneKTHBHO Ha CYP3 A4 n 2D6, nnxubupar metaboniiMa Ha OHENIE3HI.
CnenoparenHo Te3d M apyru CYP3 A4 pHXHOMTOPH KaTO HHTPAKOHA30J1 H EPHTPOMHLIMH U HHXHOHTOPH Ha
CYP2D6 kato QuIyoKCEeTHH MOraT Aa MHXUOMpat MeTabonusMa Ha JoHenesu1. B npoy4YBaHud NpH 3ApaBH
A06pOBOJILH KETOKOHA3AJ ITOBHINABA CPEAHNTE KOHLIEHTPALIMH Ha JoHene3wn ¢ okono 30%. ENsuMHH
HHIYKTOPH KaTO pH{aMNULUHH, KapOaMa3enHH H aNKOX0JI MOTAT Aa HAMAIAT KOHIEHTPAIIMHTE Ha AOHETE3HII.
Trii KaTo cTeneHTa Ha HHXUOMpaHe WIN HHAYLUpaHe € HEH3BECTHA, Te3H JIeKapCTBeHH KoMOUKaLuy Tpabpa
Ia c€ H3NO3BAaT BHUMATENHO. JIOHENE3WTOB XHAPOXIIOPHA MOXKE Ja BIaUMOAEACTRA ¢ AHTHXONMHHEPrHYHH
NeKapCTBEHH cpeacTsa. ChIIECTBYBa NOTEHIMAN 32 CHHEPTrHYHA aKTHBHOCT NPH €IHOBPEMEHHO TIPHIIOXKEHHE
C JIEKApCTBA KAaTO CYKUMHWIXONHH, APYTH HEPBHO-MYCKYNTHK 6A0KEpPH HIH XOJIHHEPIHYHH arOHHCTH WK
Geta-6mokepy, KOUTO HMAT ePeKT BLPXY ChpAE€YHATA NPOBOIHMOCT.

4.6 DepTHARTET, OPEMEHHOCT H KhPMEHE

bpemennocm

Hsama gocTaThuHO JaHHH 3a ynotpedaTta Ha JOHENe3W! NpH OpeMeHHH KeHH.

ExcniepUMeHTaTHHTE NpOyYBaHHUA IIPH KUBOTHH He MOKa3Ba TEPATOreHeH e(deKT, HO ¢a MOKa3alu NepH- H
IOCTHATATHE TOKCHMHOCT (BXK. Toukxa 5.3).

[ToTeHUMATHHAT PUCK HPH XOpa € HEH3BECTEH.

Amanuep OJIT He TpabBa na ce W3noOM3Ba MO BpeMe Ha OPEMEHHOCT, OCBEH B CTy4ali H2a KATerOpHYHA
HEeOOXOOHMOCT.

Kvpmene

JloHene3nn ce eKCKpeTHpa B KbpMaTa Ha IUTbXoBe. He € H3BeCTHO any OHeNne3u/IOB XHAPOXJIOPHI Ce
eKCKpEeTHpa B KbpMaTa NPH X0pa H He ¢a NPOBENCHH NMPOYYBAHHA ITPH KbpMagkH. CrieIOBATEITHO, XKEHUTE,
KOHUTO NMPHEMAaT JOHENE3IWI He TpAORa Ja KbPMAT.

4.7 EdexTr BLPXY cniocobrocTTa 32 modpupane B padora ¢ MAMHAHA

JoHenesun NoBiaugBa B MAJIKA 10 YMEpPEeHa CTeNneH crnocoOrocTTa 3a odupane u pabora ¢ MaIMHH.
JeMeHImMATa Ha AmxafiMep MOXe a HapyLlH cmocoOHOCTTa 3a WodHupane wid 3a pabota ¢ MaunHu. OcBeH
TOBa, AOHENe3 W1 MOXKe Ja MPeau3BHKa YMOpa, CBETOBBPTEXK H MYCKYJIHM KpPaMITH ITped BCHIKO B HAYANOTO
Ha JIeYeHHETO WM NpH NOBHIIABAHE Ha Ac3aTa. CnnocobHOCTTa Ha NManyeHTHTe ¢ AnuxaiMep Aa WodHpaT win
Aa padoTAT ¢ MallMHK TpAOBa Ja Obae oUeHABAaH PYTHHHO OT JIEKYBaLHA JIeKap.

4.8 Hexenann JeKapcTBeHH peakmHn

Haji-uecTHTE HEXENIaHH NIEKApCTBEHH pEaKlMH ca AHAPHA, MYCKYJIHH KpaMIIM, YMOpa, rafieHe, NoBphllaHe U
beschHHe.

O606menne Ha HeXeNAHATE PEAKIEA

Hexxenanurte NeKapCcTBEHH peaklH, ChoOLIARBAHH HE CAMO KaTO H30JIMPaHH Cliydad, ca H3OpoeHH no-Aomy no
CHUCTEMO-OpraHHa KIacHQHKaLIKUA H 10 HYECTOTA.

YecroraTa ce onpenens KakTo cieara; MHoro Yectd (>1/10), yectu (>1/100 no <1/10), neyectn (=1/1 000 no
<1/100), peaxu (>1/10 000 oo <1/1 000}, maoro peaxu (<1/10 000); c Hen3BecTHA YecToTa (OT HANHYHHTE JaHHH
He MOXe fia 6bJc HaNpaBeHa OLeHKA).

Cucremo-opranen  |Muoro Yectn Heuecrn Peaxn M=oro peaku

Kac 9ECTH =1/100 go <1/10) |((>1/1000 go <1/100) (=1/10 000 a0 <1/1000) ((<1/10 000)
(=1/10)

Hudexunu u HactuHka

HH}eCTaLHH

Hapviuuns Ha AHOPEKCHA

meTabonuiMa H

XpaHECHETO

Ieumxuuun XamouuHaruu* *

HapYLUCHHA Bb3byna**




ATpecUBHO
nopeacHuc**
Heobuvaiinu
CLHHUILA H
KOLIMapH**
HapyiieHna Ha Cuukomn* [TIpunagpuu* ExcrpanapaMuaHu 3n10Kav9ecTBEH
HEPBHATA CHCTEMA 3aMagHOCT CHMIITOMM HEBPOJIHITHYEH
beachHuue CHHOPOM
CrpaeyHu HapyLICHHSA bpaaukapaus CunoaptpnaieH 6110k
ATpHBEHTPHUKYRapeH
bnok
Cromamno-qypesnu | [Anapus Hosprinane CromalnHO-9peBeH
HapylLeHuA I'anene AbgoMHHaANHHA KpPBLBOHIIHE
CMYIICHHA CroMaiuna u
IyOJCHANHA %3Ba
Xunepcatupalus
Xenato-OUnuapHH YepHoApoOHA
HapylIeHUs YBpEIKAAHHA,
BIJTHOMHTCIIHO XENATHUT
ak
Hapyumenns Ha Obpus
KOXKaTa M [OAKOXHATa Cupbex
THKaH
Hapyimenns na Myckyann kpamMny Pabaomuonnza
MYCKYTHO-CKE/IeTHATA XA
CHCTEMA H
ChEAWHHTEC/THATA
THKAH M KOCTHUTE
Hapyiuenus Ha HukoHTHHEHIIMA Ha
Ob6peunte u YpHHATA
NHUKOMHHUTE MhTHINA
O6wwm napywenua 1 |['nasobonue |YMopa
edhexTY Ha MACTOTO Ha boaka
NpHACKEHHETO
Hicneasannn Munumanso
NNOBHILCHHUE Ha
CEPYMHHTE
KOHLIEHTPALMH Ha
MYCKY./THaTa
KpeaTHHKHHA3a
Hapanspanus u 3nomonyka
OTPaBAHUA

* [Ipn m3cnenBaxe Ha NALMEHTH CHC CHHKOI WK NPHTIAXBLH TPAOBa 1a c€ WMa NPEABKA BE3MOXKHOCTTA 33
ChpAecdEH OOK WIH IBITH CHHYCOBH Nay3H (BXK. Touka 4.4).

** YectoTaTra Ha CITy4aHTe ¢ XamMOUHHALMH, HeoOHUaliHK CBHHUINA, KOLIMAapK, AXHTALNA U arpecHBHO
NOBEICHHE HAMAIABA C HAMaABaHe Ha NO3aTa WIH NNPH NPEKbCBaHE HA NIEYeHHETO.

*¥* B cnyuait Ha HeobsACcHHMO YepHOApoOHO HapyweHHe TpAORa Aa ce oBMHCIIH MpeKBCBaHe HA IEYEHHETO ¢
Amannep OT.

**** Crobmasa ce, 4e pabooMHonH3a ce pa3BHBa HE3aBUCHMO OT 3/I0KAYECTBEHHA HEBPONIENTUYEH CHHIPOM
H B TACHA BPB3Ka CJIe 3alI0YRAHE Ha JICUEHHETO C JOHENe3WI WIH ¢ MOBMINABAHE Ha /103aTa.

CrobHiaBane Ha NOAO3HPAHH HEXKENAHH PEAKIHH

Cbo01aBaHeToO Ha NOAO3HPAHH HEXEJIaHH PEAKIHH Clie]l pa3peliaBaHe 3a ynoTpeta Ha JieKapCTBEHHA
NPOAYKT € BaXKHO. ToBa No3B0/sIBA Aa NPOIBDKH HAOMOAEHHETO HA ChOTHOLIEHHETO TONI3a/PUCK 34
JIeKapCTBEHHS NPOAYKT. OT MEAHIIMHCKHUTE CELIHATACTH C€ H3UCKBA a ChobIMaBaT BCAKA ITOJ03UpaHa

HeXeaHa peakiius JHPEKTHO Ypes.




Hi3nsnunrenna areHuus no nexapersarta (UAJ):
ya. ,, Jlamau I'pyes™ Ne 8

rp. Copua 1303,

Ten. +359 2 8903417

en, noma: bda@bda.bg
yebcaliT: www.bda.bg

4.9 IIpeao3npane

OnpeneneHara cpeaHa neTanHa Jo3a Ha JOHENE3WIOB XHAPOXJIOPHA ClIEA MPHIOKEHHE Ha ¢AHOKPaTHa OPATHA
7038 TIpH MHIIKH H IUTBX0BE € 45 u 32 mg/kg, peceKTHBHO, UK npubrmsutenHo 225 u 160 meTH no-BHCOKa
OT MaKCHMA/THATA NpEeNophrIUTENHA A03a NpK Xopa oT 10 mg anesHo. [[030-3aBHCHMH MPH3HALK Ha
XONUHEPIrHIHA CTHMYTALMA ¢a HAOMOAABAHH NPH XHABOTHH H BKMIOYBAT HAMAJICHH CMIOHTAHHH JBIDKCHMS,
HEBBIMOXHOCT 32 H3MPABAHE, OJIONABALIA CE MOXOAKA, JIAKPHMALHA, KJIOHHIHH MPHIIAABIHM, NOTHCKaHE Ha
AHINAHETO, CANTMBALIMA, MHO32, (haClMKyNalluK H TOHIKABaHE HAa MOBBPXHOCTHATA TEJIeCHA TEMIIEpaTypa.
[Ipeno3npaneTo ¢ XOMHHECTEpa3HH HHXHOUTOPH MOXKE [a AOBEAE 10 XONMHEPrHYHA KPH3a, MPOABABAIIA Ce
ChC CHIHO raZieHe, MOBPHIIAHE, NOBHILICHA CATTHBALIMA, H3MTOTABAHE, OpaauKapaua, XHIIOTOHHA, IOTHCKAHE Ha
AHIIAHETO, KOJANC H KOHBYJICHH. B13MOXXHO € fa Bb3HUKHE H3pa3eHa MyCKYJIHA cabocT, KOoSToO Moxe J1a
AOBEIE OO CMBPT NPH 3aCAraHe Ha AUXaTeNHaTa MycKynaTypa. KakTo NpH BcekM clyvaif Ha npeio3HpaHe ce
NpoBeXaaT o0LM MoAxbpxaiH MeponpuaTia. Kato aHTHAOT npH npeaosupade Ha Axsasuep OJIT morar ma
ObRaT H3NO0N3BAHM TEPUHEPHH AHTHXOJMHEPrHIM KaTo atponuH. [IpenopbuBa ce TUTpHpaHe Ha aTPOITHH
Cyn(ar HHTPABEHO3HO O NOCTHIaHE Ha HeoOXxoauMNA edekT: HavanHa no3a 0 1,0 10 2,0 mg i.v. ¢
NOCNeBAINoe A03UpaHe Copen KTMHUYHOTO nopnuasaHe. IIpn eqHOBpeMeRHO NPIWIOKEHHE Ha
XONHHOMHMETHLUM ¢ KBaTEPHEPHH aHTHUXOJIHRCPrHLH KATO IMHKONTHPONAT ¢ HaG/MmoAaBaHO ATHIIHIHO
NOBIMABAHE HA KPBbBHOTO H Chp/iedHaTa YecToTa. He € U3BeCTHO Aann JoHeNne3WIoB XUAPOXIOPHA WHIH
Heropure MeTabonuTH MOraT [1a ce OTCTpaHABAT 4Ype3 AManu3a (XeMOIHATH3a, IEPHTOHEANHA AHANH3A WiH

XeMopUITpalIuA ).

5, ®APMAKOJIOTHYHH CBONUCTBA
5.1 PapMAKOARHAMEYEH CBONHCTBA

(dapMakoTepaneBTHYHA I'PyNa: JIEKAPCTBA 34 ACMEHUMA, BHTHXONHHECTEpPa3HH
ATC xom: NO6DAQ2.

MexaHu3bM Ha AEACTBUE
JloHene3nnoBos xMAPOXJIOPHA € cnelurueH H oOpaTHM HHXMOUTOP Ha aLETHIXOMMHECTEPa3aTa,

npeodnafasallaTa XONMHECTEPa3a B MOXbYHATA ThKAH. JloHene3nnos Xuapoxiopus in vitro ¢ 1000 moTH no-
MOIICH HHXHONTOP Ha TO3H €H3MM, OTKONIKOTO Ha 6YTHPWIXO/IMHECTEpa3aTa, éH3UM, KOiTOo e pasnpocTpaneH
npeayd BCHYKO H3BbH LIEHTPAJIHATA HEPBHA CHCTEMA.

Hemenunn Ha AnxaliMep
IIpy nalweHTH ¢ AeMEHLHA Ha AmixaliMep, BKTIOYEHU B KIMHHYHH MPOYYBAHUs, TPHIOKEHHETO Ha

JIOHEME3WI0B XHAPOXIOPHI BEAHBK AHEBHO B A03a 5 mg und 10 mg Boau 10 paBHOBECHO HHXHOMpaHe,
pecneKTHBHO Ha 63,6% H 77,3% oT aueTWIXONMHECTEpa3HATA AKTHBHOCT (H3IMEPEHa B €PHTPOLMTHHTE
MeMOpaHH) px H3MEpBaHe cnea RosupaHe. MHxnOupaHeTo Ha alleTHIXonuHecTepasaTa (AXE) B
CPHTPOLIHTHTE OT JOHENEINIIOB XHAPOXIIOPHI KOPEIHpa BbB BUCOKA CTeNeH ¢ mpoMennTe B ADAS-cog,
YYBCTBHTEITHA CKaJla, ¢ KOATO C€ NPOYYBAT ONMpefieIeHH acMeKTH 0T KorHUTHBHUTE GyHKUMA. He e npoyuen
NOTCHHUHATHT Ha AOHENE3WIOB XHAPOXJIOPKUA Aa IPOMEHA NMPOTHYAHETO Ha MOANEXKALIA HEBPOTIATONOIHA,
3aTOBa HE MOXE€ Ja Ce CYMTa, Y€ UMA HAKaKbB e¢eKT BbPXY pa3BUTHETO Ha 3a6015BaHETO.

EdnracHOCTTa Ha NEYEHHETO C IOHEME3WIOR XHAPOXIOPH/ € H3CNIeABAHA B YETHPH MNalle60-KOHTPOTHpaHH
KIHHHYHH NPOYYBaHHA, 2 OT KOKTO ¢a GHIIH C MPOXL/DKHTENHOCT § Mecella H ABE — ¢ MPOXBDKHTENHOCT |
roguHa.




B 6-MeceuHO KIMHMYHO IIPOYYBAHE € HANIPABEH AHANH3 B Kpas HA TepanHaTa ¢ JOHENe3u, KaTo ca
H3MOJI3BaHH TPH KpHTEpHA 3a edrkacHocT: ADAS-Cog (Mapka 3a KorHHTHBHO npeacTassane), Clinical
Interview Based Impression of Change with Caregiver Input — CIBIC (Bnewartnenue 3a npoMsHa Ha
KTHHHIMCTA, OCHOBAHO Ha MHTEPBIO H ¢ HHpopMalHa oT GoHOrNeaYa — MApKa 3a 06moTo PyHKUHOHHpaHe)
H [loackana Ha exxeIHEBHUTE NeHHOCTH Ha KnMHHYHATA OLICHBYHa CKaJla 3a fiIeMeHUHA (MApKa 3a
BB3IMOXKHOCTHTE B 0011IeCcTBOTO, AOMA U X06HTaTa M rpHXata 3a cefe cu).

ITauueHTH, KOHTO OTTOBAPAT Ha MOCOYEHHUTE MO-AONMY KPUTEPHH, Ce ONPENEIIAT KaTo NOBIUABALIY CE OT
JIEYEHHETO.

[Mornuasate = [logobpasane Ha ADAS-Cog ¢ MuHNMYM 4 TOUYKH
JIunca Ha Bnomaeane B CIBIC +
JIunca Ha BiowasaHe no [Toackana Ha exenHeBHUTE AeliHOCTH Ha KUIMHHYHATA OlleHbYHA

CKaJa 3a ICMCHIIHMA

| __% IlopnusaBane
Ob1 Opolt mauneHTH, 3aTMOYHAIH | IlaniMeHTH, KOHTO NONJIEXAT HA
npoyusaHero (n=365) oueHka (n=352)
| [Drane6o 10% 10%
['pyna, npuemalna noHenezuwnos | 18%* 18%*
XMAPOXJIOpAA 5 mg |
I'pyna, npuemama npoHeneswnoe | 21%* 22%**
xuapoxyaopua 10 mg |
* p<0,05
** p<0,01

HGHEHEISHJI NpE€AN3BHKBA 103a-3aBUCHMO CTATHCTHYCCKH 3HAYHUMO NMOBHIIABAHE HA MPOLICHTA Ha NMaHHEHTHTE,
KOHWTO €€ ONpCACIIAT KAaTO IMMOBIIHABALIIN C€ OT JICYHEHHECTO.

5.2 OapMaKOKHHETHYHN CBOlicTBA

AGcopbuns

MakcuManHuTe NIa3MeHH KOHLEHTPALMHK ¢ ROCTHrAaT NPUONU3UTENHO 3-4 Yaca cnej nepopasHo
npunoxenue. [lnasMeHnTe KOHUEHTPALMH H IUIOINTA T101 KpHBaTa HAPacTBaT NPONOPLUHMOHAIHO Ha 103aTa.
TepMUHANTHUAT NOMYXKMBOT € MpHbAM3UuTeNnHe 70 Yaca, CIeA0BATETHO MHOTOKPATHOTO NMPHIIOKEHHE Ha
€IHOKPaTHHN AHEBHHU A03U BOAH 0 MOCTENIEHHO JOCTHIAHE Ha PABHOBECHH KOHLEHTpauu#. ITpubnusntento
CbCTOAHHE HA PABHOBECHA KOHLUEHTPALMA C&¢ AOCTHIa B PAMKHTE Ha 3 CEAMMLM Clell 3ano4BaHe Ha TEPanUATa.
Cnen nocTuraHe Ha paBHOBECHO ChCTOSHHE, IUIA3MEHHTE KOHLEHTPAUMH Ha JOHENE3HIOB XHAPOXIOPHA H
CBBp3aHaTa ¢ TAX papMakoAHHAMHYHa aKTHUBHOCT NMOKa3Bat cj1aba BapHabIITHOCT B TEYEHHE HA [EHA.

Pasnpenenenue

JoHene3wnoB XMAPOXJIOPHA CE CBBP3Ba NPUOAHIHTENHO B 95% C YOBELUKMTE [Ia3MEHH [TPOTEHHH.
CBBp3BaHETO C IUIA3MEHHTE POTEHHH Ha aKTUBHHA MeTab0NHT 6-O-1e3MEeTIIT AOHENE3 W HE € MIBECTHO.,
PasnpeneneHUeTo Ha ROHENE3WIOB XHAPOXJIODHA B Pa3/IMMHUTE TENECHH ThKaHH HE € HalTbIHO NMpoydeHo. Bee
MaK B MPOY4BaHHA NPH 31paBH ROOPOBOILH MBXKE € YCTaHOBEHO, 4e 240 4. cney NpHICXKEHHETO Ha 5 mg
JOHENE3WI0B XHAPOXJIOPH, MapkupaH ¢ '*C, mpuGnusurento 28% ot Mapkepa He e 6un ycranosed. Topa
peanosara, 4€ JOHEeMe3WIoB XHAPOXJIOPU, H/UIIH HETOBHTE MeTab0/IUTH MOTaT Aa MEPCUCTHPAT B TANOTO 33
noseye ot 10 AHH.

Merabonusbm / EnMMuHMpane

JoHene3wnioB XMAPOXIIOPH/ C€ CIMMHHMPA KAaKTO 4Ype3 OTAEIIMTENHATA CUCTEMA B HETIPOMEHEH BUJ1, TAKA U

Yype3 MeTaboIH3MpaHe OT cHcTeMaTa Ha uutoxpoM P-450 no MHoro6polinu MeTaGonHTH, He BCHUKH OT KOWTO
ca uaenTupuuupany. Cnen npunoxeHHe Ha eIHOKpPATHA 1032 JOHEMEIWIOB XMAPOXIAOPHA 5 mg, MapKUpaH ¢
“C, nnasMenara paqMOaKTHBHOCT, H3Pa3eHa KaTo MPOLEHT OT MPHIIOXKEHATA [03a, € Gua npelcTaBeya-ape]
BCHYKO KaTO HENPOMEHEH I0HENe3HNoB Xunpoxnopra (30%), 6-O-nesmerun nonenesnn (11% 2 puwiiiimg
MeTaboJINT, KOATO NPOABABA AKTHBHOCT, MpOACcOHA Ha Ta3H Ha AOHENEIWNOB XHAPOXITIOPHA), A0 pelitany —Tie




N-oxcun (9%), 5-O-aeamerun gorenesun (7%) H rmMOKOpYHHPaHHA KOHIOTAT Ha 5-O-e3MeTHn JoHene3wn
(3%). IIpubnnsutento 57% oT BANOTO KONTHYECTBO paAHOAKTHBEH MapKep € YCTaHOBEHO B ypuHaTa (17%
KaTo HempoMeHeH aoHene3nn) u 14.5% - ppB deueca, kOETO 1aBa OCHOBAHHE a ¢& CUHTA, ue
6uoTpaHcopMaAIHATA U eKCKpEeLMATa B YpPHHaTa ca IThPBHYHH THTHINA 33 eMMMHHHApaHe. Hama aanun, xouro
Ja FOBOPAT 3a EHTEPOXENaTajJlHa PELUPKYNalug Ha JOHENE3IWNOB XHAPOXJIOpHI WIUIH HAKOH OT HErOBUTE
MeTaboITUTH.

[InasMeHHTEe KOHLIEHTPALHHY HA IOHENE3WT HAMAIABAT ¢ TUIAa3MEH NONYXHWBOT OT NMpHOTU3KTENHOo 70 yaca.

CneuyanHy nonyaaiMu

fion u paca
IHoasT, pacara H TIOTIOHOIYLIEHETO HAMAT KNHHHYHO 3HAUMM e(eKT BhpXY IUIa3MEHHTE KOHLEHTPALHH Ha

HJOHETIE3INI0B XHAPOXJIOPH.

[Tayuenmu e cmapvecka sv3pacm

(dapMakOKHHETHKATA HA IOHETIE3H HE € MpOoyyBaHa (PUpMalHO IIPH 31paBu JOOPOBOSILH B CTAPYECKa BB3PACT
WIH NpH NallHeHTH ¢ Amixafimep. Bee nak cpenHuTe Ia3MeHH KOHLEHTPALMH NPH MaLHEHTH ChC CXONHH BhB
BHCOKa CTEINEH C T€3H MpH 30paBy MIaad J0OpOBOILK.

HYeprnoopobna nedocmamvynocm

[Tpv nauMenTH ¢ NIeka A0 CPEAHO TeXKa YePHOAPOOHA HENOCTATHYHOCT ¢e Ha0JIk0/1aBa MTOBHINEHUE Ha
PaBHOBECHHTE KOHLIEHTPALMH Ha HOHENE3WN, noeuicHue Ha cpeaHaTa AUC ¢ 48% u nopHieHHe Ha
cpeaHaTa Coa € 39% (BX. TOUKa 4.2).

5.3 IIpeaxkNTHAEYHE JaHHH 33 OezomacnocT

O6iunpHM NpoyYBaHHsA NPH eKCIIEPHMEHTATHH XKHBOTHH ¢a YCTAHOBHIH, Y€ TOBA CheIUHEHHE MMPEAU3BHKBA
MAaTKO e()eKTH M3BBH XKENaHNTE PapMaKoIOTHYHI, KOMTO ChOTBETCTBAT Ha HETOBOTO AeMCTBHE KATO
XONWHEPrHICH CTHMYNATOP (BXK. pasaen 4.9 Hpenosupane). Jlorenesnn He € UMan MyTarcHeH eekT B
NPOBEACHHUTE TECTOBRE 3a MyTALMH € OAKTEPHAIIHH KICTKH M KAETKH OT 6o3aitHuuy. In vitro ca RabmonaBaHu
HAKOH KITACTOTCHHH ePEeXTH NMPH KOHLEHTPAlHH, KOUTO ¢a OMIH BHONMO TOKCHUYHH 3a KIIETKHUTE H ca
HagXBBp/wUId 3000 meTH paBHOBECHHUTE IIAIMEHH KOHUEHTpauKn. [Ipy in vivo m3nonisane Ha
MHKPOHYK/IEApEH MOZEN IPH MHUIIKH He ca HabNIIo1aBaHy KIAaCTOTeHHH WIH APYrd FreHOTOKCHIHH eeKTH.
Hama faHHH 33 OHKOT€HEH NOTCHUMA MMPH ABATOCPOYHH NPOYYBAHHA BBPXY KAHLEPOTEHHOCTTAa KaKTO NMPH
ILTBXOBE, TaKa H IIPH MHLIKH.

HoHene3swIoB XHIPOXJIOPHI He € UMan edeKT BpXY QepTHANTETA Ha IUTbXOBE B He ¢ 6H TepaToreHeH NpH
MUTBXOBE WIN 32HLIM, HO € HMaJ ¢cnad edekT BppXy MBPTBOPRKIAHHATA U PAHHATA NPEXHBAEMOCT Ha
HOBOpPOAEHHUTE NpH OpeMEeHHH IUThbXOBe B 1032 50 IThTH, HAZXBBPIALIA A03aTa, MPWIATAHA PH Xopa (BiK.
ToukKa 4.6).

6. OAPMAILIEBTHYHHA JAHHH
6.1 CoHceX Ha NOMOMHATE BENlECTBA

Manuron (E421)

Copburon (E420)

Kpocnosunon

Harpuen metabucyngnur (E223)
CunnuueB ONOKCHI, KOMoueH 6e3Bo/ieH
CunpuneB JHOKCHA, KONTOMIEH BOAEH
Acnapram (E951)

Harpnes creapun gymapar

Marunesnes creapart

MUKpOKpHCTaNHa LeTyJI03a




6.2 HecnBMecTHMOCTH

Henpunoxnumo

6.3 Cpok Ha rognocT

3 roguny

6.4 Chnennajna ycJIoBHS Ha ChXpaHeHHe
Ha ce chxpaHgRa Ha MACTO, HEAOCTBIIHO 32 JeLa.
Ha ce chbxpaHABa B OPHMTHHAJIHATa OINIAKOBKA.

Ha ce cexpanapa nox 25°C.

6.5 Bra u ¢chxAbLpKAHEE HA ONAKOBKATS

Anymuanneen PYC/OPA/AL/PVC 6nucTepH, NOKPHTH ¢ aTYMHHHEBO (OITHO.

Ennn 6nuctep chaepxka 7 6posa Tabnerkn.
Pa3smep Ha onakoekara: 28 6pos Tabnerxu (1 onakoska/ 4 6aucrepa).

6.6 CoenHaIHH OpeaAnNa3HE MEPKH NPH KIXBLPJIARHE H paboTa
Hsama cnielpanan H3HCKBaHHA 32 H3XBLPIUTHE.

Hewznomssanusr JCKADCTBCH MPOIYKT HNH OTHNRABUHUTEC MATCpHANIH OT HEro TPHGBH Aa CE€ H3IXBbLPIAT B
CHOTBETCTBHEC C MECCTHHTE H3IHCKBAaHHA.

7. IIPUTEXATEJI HA PAZPELIEHHETO 3A YIIOTPEBA

HOBEJI PAPMA EOO]J
oyn. ,,bearapus” Nel09
Codmus 1404, buarapus

8. HOMEP(A) HA PASPELIIEHHUETO 3A YIIOTPEBA

Perucrpaimonen Ne: 20220020

9. AATA HA IIbPBO PA3PEIIABAHETIOOJHOBABAHE HA PA3SPEHIEHHETO 3A
YIIOTPEBA

Jata Ha mbpBO pa3zpewasande: 18.01.2022 r.

10. JAATA HA AKTYAJIM3UPAHE HA TEKCTA

01.2025 .




