KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. UME HA JJEKAPCTBEHUA MMPOAYKT

An3aHuep 5 mg ¢pwiMupaHHu TabJIeTKH
Alzancer 5 mg film-coated tablets

AL OLR Voo
62X 7 19-05- 055

Bceska punmupana tabnetka cpabpxka 5 mg noHenesunoB xuapoxiopua (donepezil hydrochloride),
eKkBUBaJIeHTeH Ha 4,56 mg noHene3un (donepezil).

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

[IoMOLIHO BELIECTBO C U3BECTHO JEHCTBHE:
Bcesika Tabnerka ot S mg cpabpka 56,78 mg nakro3a MOHOXHpAT.

3a MbJIHUA CITHCHK HAa MOMOILHUTE BELECTBA BHXKTE TO4YKaA 6.1.

3 JJEKAPCTBEHA ®OPMA

dunmupaHa tabneTka.
benu, Kpbriiv 1BOMHO-U3MbKHAIH GUIMHPAHU TaONETKH C AMaMeTbp NPUOIU3UTENHO 7 mm.

4. KIUHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKa3aHHUSA

An3zaHiep TableTKH ca NoKa3aHW 3a CHMIITOMATHYHO JIEYEHHUE HA JIEKH J10 CPEHOTEXKH (JOPMH Ha JIE€MEHLIMA
Ha AJxaumep.

4.2 JA03HpPOBKA H HAYHH HA NMPHJIOKEHHE

Lo3upoBKa

BEBpHEMHu/HHHHEHFHH 6 CmapyiecKkd eb3pdcm.

JleueHHeTO ce 3ano4Ba ¢ J03a OT 5 mg/aeH (€AHOKpaTHO AHEBHO Ao3upaHe). Jlo3ara oT 5 mg/neH Tpsabsa na ce
npusiara Hali-MaJiko 1 Mecell npeau JAa MOXKE J1a CE HalpaBu Hal-paHHa OLIEHKA 3a MOBJIMABAHETO OT JIEYEHHETO
M 3a Jla C€ NOCTUrHaT PaBHOBECHH KOHLIEHTPAUMHMHM Ha JOHENe3usioB xuapoxjopua. Cnen karo ce HarpaBH
KJIMHUYHA OLIEHA Ha eJHOMECEYHOTO JIEYeHHeE € 103a 5 mg/aeH, A03aTta Ha A3aHuUep Moxe aa ce noBuiuu a0 10
mg/neH (€AHOKpaTHO AHEBHO A03upaHe). MakcuManHara npenopbuuresta ao3a € 10 mg/aes. [Ipunoxenuero
Ha 1034M Haj 10 mg/aeH He e U3CIeIBaHO B KJIMHUYHH MMPOY4YBaHMs.

Jleuenuero TpAOBa 1a Ob€e 3aN04YHATO U MPOBEXAAHO OT JIEKAP C OMUT B AUArHOCTUKATA M JICYEHUETO Ha
neMeHuus Ha AnuxaiMep. JluarHo3ara Tps6Ba aa 6ba€ nocraBeHa CbrilacCHO 0OLIONPUETHTE NPUHLIMITH (HATIP.
DMS IV, ICD 10). TepanusTa ¢ qoHene3un TpsaOBa Aa 3aro4yHe camo B cilydai, 4e € OCUrypeH OosiHorieaay,
KOMTO pelIOBHO Jia Clieid npuema Ha nekapcTBoTo. [loaabpxaioro neyeHre Moxe a NpoAbJiXKHU 10TOrasa,
JIOKaTO UMa TeparneBTHYHa oJ13a 3a 00HMS.

ETo 3a1110 € He0OX01MMO 11a ce NpaBH NEPHOIMYHA NMPEOLEHKAa Ha KIIMHUYHUSA €(EeKT OT JICYEHHETO C
noHenesnn. TpsabBa na ce 0OMHUCIIM NPEeKbCBaHE HA TEPAIUATA, KOraTo BEYE HE ca HAJIMLE IaHHU 3a
TepaneBTH4YeH epeKkT. UHANBUAYANTHOTO NOBJIMABAHE OT JICYEHHETO C JOHENE3N/T HE MOXKeE Na Obae
MPOrHO3UPaHO.

[Ipu npekbCBaHEe Ha JIEYEHUETO ce HabI0/1aBa MOCTENEHHO H34e3BaHe Ha O1aronpUsaTHUTE ePeKTH Ha
An3aHuep.

lleduampuuna nonyaayus
JloHene3us1 He ce MpenopbYBa 3a NpUJiaraHe Nnpy Aela U FOHOLUM Ha Bb3pacT noa 18 roau




Hayuernmu ¢ 6vbpeuno u uepHoQPoOHO YBPEeHCOGHE:
[Topo6Ha cxeMa Ha Jo3HpaHe Moxe Ja Obae MPHIoKEHa NPH NauMeHTH ¢ 60peuHo yspexaaHe, 3ail[0To TOBA
CBCTOAHME HE MOBINABA KINPBHHCA HA JIOHETNIE3HIOB XHAPOXIOPHIL.

[TopaaH Bb3MOMCHOCTTA 34 HAPACTBAHE Ha KOHLIEHTPAUMMTE Ha AN3aHLIEp NIPH JIEKO 0 CPEAHO TEXKO
yepHOAPOOHO YBpexaaHe (BA. ToHKa 5.2.) NOBHILIABAHETO HA fo3aTa TpAOBA Ja CTaBa B 3aBUCHMOCT OT
HHAHMBHAYAAHATA NOHOCHMOCT. HAMa NaHHH 3a NPUIOKEHHETO Ha AJI3aHUEP NMPH NAUHMEHTH € TEXKO

yepHOAPOOHO YBpeXIaHe.

HauuH Ha npuwioxeHHe
Anzasuep Tpadsa ma ce npuemMa NnepopajHo BeUep npeay Jarane.

4.3 poTHBONOKA3AHKSA

An3aHLep € npOTMBOMNOKA3aH MNpH NaUMeHTH CbC CBPBXYYBCTBHTEJIHOCT KbM AaKTHBHOTO BELUECTBO,
MUNEPHAMHOBH NPONU3BOAHM WK KBM HAKOE OT NMOMOILHHMTE BEILECTBA, H30POEHH B TOUKa 6.1,

4.4 CnenHajaHn npeaynpekieHHs W NpeAnasHH MepKH NpH ynorpeba

He e nicneaBaHo NPHIOKEHHETO Ha AN3aHUED MPH NALMEHTH ¢ TEXKKA IeMEHUMA Ha AJLxaliMep, IpYTrH BUIOBE
IEMEHUMA WIH APYTH BHIOBE NMAMETOBH pa3cTpolicTBa (Hamp. Bb3pacTOBO HapyluaBaHe Ha KOTHHMTHBHUTE

GyHKLUUH).

Anecmesus: Karo XOIHMHECTepa3eH WHXMOMTOP € BepoATHO AnsaHUEep ha MNoTeHuWpa edekta Ha
CYKUMHWITXOTHHOBHATE MHOPENAKCAHTH TI0 BpeME Ha aHeCTe3u .,

Cupoeuno-cvoosu 3abonseanun: Ilopagn $apMakoIOTHYHOTO CH ACHCTBHE XOJIHHECTEPA3HUTE MHXHOMTOPH
MOraT ja WMaT BaroToHwueH edexT BbpXY ChbpAcyHaTa yectora (mranp. Opanukapaus). BepostHocTTa 32
Bb3HHKBaHe Ha TaKkeB e(eKT MoXe Ja € 0ocoDeHO BaXKHA NMpH NMaUHEHTH CBC ,,CHHAPOM Ha OOJHHA CHHYCOB
BB3€N WIM APYTH CYTIPABECHTPHUKYJIApHH HApYUWIEHUA B NMPOBOAHATA CHCTEMA Ha CbPLIETO KaTO CHHOATPHAICH
WM aTpUOBEHTpHKYNaTopeH Oiok. JloknaaBaHu ca ciyuyad Ha CHHKON UNH Npunaabiy. IIpu uicnensaHe Ha
TakudBa NalMeHTH TPAOBA Aa ¢ OTYHTA BH3MOKHOCTTA OT Bb3HMUKBAHE HA CBhpAcYeH ONOK M ILJIrH CHHYCOBH
naysu.

Cmomauuno-ypeéru 3abonasanun: [lauMeHTH C MOBUILEH PHCK OT Pa3sBHTHUE HA A3BH, HANp. TAKMBA ¢ aHAMHE3a
3a fA3BeHa 0oJeCT WIM TakWBa, KOUTO IpHEMAT HECTEPOMAHH NpoTHBOBbL3NAnuTenHH cpeacrsa (HCIIBC)
eIHOBPEMEHHO ¢ An3aHuep, Tpa6Ba 1a ce MOHHTOPHPAT BHHMATENHO. KNHHHYHMTE POYYBAHUA C JOHENE3HIIOB
XHAPOXJIOpHI, 0f6ade He MOKa3BaT MOBMIUIABAHE HA YECTOTAaTa HUTO HA NENTHYHATA A3BeHA OONECT, HUTO Ha
KBPBEHE OT CTOMALIHO-YPEeBHUA TPAKT B CpaBHEHHE ¢ nhauedo.

Vpocenumannu: Bpnpexu de He € HaGMoOJaBaHO NPH KIMHHYHH NPOYYBAaHWA C JOHENE3IWIOB XWUIPOXJIOpPHA,
XOITMHOMMMETHLUHTE MOTAT 21a NMPEAH3BUKAT 0OCTPYKTHBHH CHMITTOMH OT CTpaHa Ha MUKOYHHA MEXYD.

Heeponocuunu 3abonseanun: Tlpunagpun: Cuura ce, 4€ XONMHOMHMETHLMTE MOraT Ja nNpPUYHHAT
reHepaTH3upaHy NpunaabLi. [ToBUIIEHOTO Npeapa3NoioKeHHe KbM NMPUNaibLy 00auye MOXE a € CHMIITOM Ha
Gonecrra Ha Anuxaimep.

B13MOXKHO € XOJTMHOMUMETHLIMTE 4 OOOCTPAT WIM Ja HHAYLMTAT eKCTpanupaMBIHH CUMITTOMM.

3noxauecmeer Heapoaenmuuen cunopom (IHC):
3HC e noTeHUMaNHO *XMBOTO3ACTpallaBalll0 CBCTOAHHE, XaApaKTepU3IHpALLO Ce ¢ XUNEepTepMHA, MYCKYJTHA
PUrMIHOCT, BEreTaTHBHa HecTaOWNHOCT, NPOMEHEHO Ch3HAHME M [OBHMIICHH HHMBA HA CEPYMHATA KpPEaTHH
dochokrraza. JOMLIHUTENIHHTE NPH3HALM MOKE A3 BKNIOUBAT MHOMOOMHYpUA (padAoMHONH3a) U OCTpa
6B0peyHa HeIOCTAaThYHOCT.

HUma cwobieHns, ye 3HC ce cpelila MHOTO pAAKO BB Bpb3Ka C JOHENE3WI, U MTO-KOHKPETH
KOMTO MNOJYYBAT €AHOBPEMEHHO AHTHUIICHXOTHLH.




AKO nauueHT passde nokasatenHd 3a 3HC mpu3HaUM H CHUMIOTOMHM WIM 2aKO HMa HEOOMCHMMO BHCOKa
TeMrneparypa 0e3 NOMBIHATENHN KniHu4HY npossy Ha 3HC, neyenuero Tpabsa na 6bae cnpaxo.

Benodpobuu zabonssanua: Nopann XONMHOMHMETHYHOTO CH AEHCTBHE XOJIHHECTEPA3HHUTE HEXHOUTOPH TpsbBa
Ila ce MpeAnuCcBaT BHHMATENHO NpH NIALWEHTH ¢ aHAMHE3a 3a acTMa Wik o6CTpyKkTUBHA 6enoapobHa bomecT.

[TpunoskeHHeTo Ha AJ3aHUep €HOBPEMEHHO ¢ APYrH HHXHOHTOPH Ha alleTHNIXONHHECTEPA3aTa, ArOHHCTH HIIH
AHTArOHHCTY Ha XONMHEPrHYHATa cUcTeMa TpadBa aa ce n3barea.

Teoicko 4epHoOpobHO yepexcOane: HaAma IDaHHM 3a NMPWIOXKEHHE Ha AN3aHLEP NPH NALUMEHTH C TEXKO
YepHOAPOOHO YBPEKAAHE.

CMBpmMHOCM 8 KIUHUYHUME UBNUMBANUA 30 CbO0BA OEMEHYUA

[IpoBeneHH ¢a 3 KJIHHHYHM MPOYYBAHHA C MNPOABDKMTEIHOCT 6 Mecena, NMpoy4salli MHAMBHALH, KOHTO
orrosapaT Ha NINDS-AIREN kputepuute 3a Bb3MOXKHA WIH BepoaTHa cbiosa geMeHuus (CH). NINDS-
AIREN kpHTepuuTe ca npeaHa3sHa4deHH 332 ONpeRe/isHe HA NALMEHTHTE, IIPH KOUTO AEMEHUMATA U3MNEXKIa ce
IBDKH CaM0 Ha CBAOBH NPHYHHY H Ja C€¢ H3KMOMAT natMeHTH ¢ 6onectra Ha AnuxadiMep. B mbpBoTO
Mpoy4BaHe, MPOLEHTHT Ha cMbpTHOCT € O6mi 2/198 (1,0%) Ha noHeneswioB xuapoxnopua S mg, 2/206 (2,4%)
Ha goHeneswnoB xuapoxjopua 10 mg u 7/199 (3,5%) va nnauebo. BbB BTOpPOTO NpoyYBaHe, MPOLEHTA HA
cmbprHOCT 61 4/208 (1,9%) Ha foHene3nnos xuIpoXAopua S mg, 3/2135 (1,4%) Ha IOHENE3WIOB XHAPOXIIOPHI
10 mg u 1/193 (0,5%) Ha miauebo. B TpeToTo npoyuraHe, NpOUEHTHT Ha cMBPTHOCT € 6mun 11/648 (1,7%) Ha
NOHENe3WwnoB xuapoxyiopua 5 mg u 0/326 (0%) va nnauedo. IIpoLeHTLET HA CMBPTHOCT TPHTE NPOYYBAHUA 34
CJ1 obeauHeHy B rpynaTa Ha JOHENe3wnoB Xuapoxaopua (1,7%) e Oun yucneHo no-BHCOK OT TO3HM B rpynara
Ha rauebo (1,1%), Tasu painka ofade He € CTATUCTUUECKHU 3HAYUMA. BONIIHMHCTBOTO OT CMBbPTHHTE CITY4aH
npy MalHEHTHTE, NMPHEMAINM JOHENE3WIOB XHAPOXJIOPHA WM mnauedo H3rnexna € pe3yiarar OT pa3’iIuyHU
CBHAOBO OOYCIOBEHH TNMpPHYHHH, KOHTO OGHXa MOINM Aa ce 0YaKkBaT B Ta3W NOMyJaliMg Ha NHLUA B CTapuyecka
BB3pAacT ¢ MoaIexail CbAoBO 3a0onfBaHe. AHAJIM3 HA BCHYKH CEPUO3HM W HedaTalHH H (aTanHH CbIOBH
CEOMTHA He € MoKa3aNa paliMKa B YeCTOTara Ha MOABA B rPymnaTa Ha JOHENE3H XOAPOXJIOpHI B CPaBHEHHE ¢
mwnauebo.

B 06061eHn npoyuBauua 3a Oonecrra Ha AnuxaiiMep (n=4146), ¥ npu 00eAHHABAHE Ha TE3N MPOYYBAHHA 32
gonecTra Ha AnLxaiMep ¢ ApYr# NpoyvBaHHA 3a IMMEHLUHA, BKIIOYMTENHO TPOYYBaHHs 33 ChAOBA NEMECHLIMA
(061mo n=6888), NPOLEHTHT HA CMBPTHOCT B IPYNHUTE HA M1aLeb0 YHCIIEHO € HAABHIIABAN TO3H B IPYMHTE HA
AOHENE3WIOB XHAPOXJIOPHA.

Henonocumocm xwvm nakmosa
[MauyeHTH ¢ PeIKH HACIEACTBEHH NPoOIEMH KaTo ralakTo3Ha HenOoHOCHMOCT, LAPP-nakTaseH nedpuuur unu

FNIOKO30-TalakTo3Ha Manabcopbuna He TpAadBa Aa npHeMaT ToBa JIEKapCTBO.
4.5 BiaumoaelicTBHe ¢ APYIH JeKAPCTBEHH NPOAYKTH M ApyrH HopMH Ha B3IaUMOJeHCTBHE

JoHeNne3WnoB XHAPOXJIOPHI W/ WK HAKOM OT HEroBute MeTabonutH He HHXMOUpAT MexaHH3IMa Ha TEOQUIHH,
Bap(apuH, HIMMETHIMH WIH RMIOKCHH npH xopa. MeTabnonn3sMbT Ha AOHENE3IUN XHAPOJIOPUI HE CE€ BHAE OT
€HOBPEMEHHO TIPHIIOKEHHE Ha AHMFOKCHR WIW UHMETHAWH. [IpH 0poyuBaHHsA MH BUTPO € YCTaHOBEHO, Y€
uw3oeH3uMHTe 3A4 u no-manka crened 2D6Ha uMToxpoMm P-450 yyacrear B Merabonusma Ha DOHENE3u.
[lpoyyBaHHA Ha NEKAPCTBEHHM B3aUMOACHCTBHA, NMPOBEACHU HMH BUTPO, Ca IOKA3AIH, 4€ KETOKOHA3al M
KBUHHUOUH, HHXUOuTOpH pecnekTHBHO Ha CYP3A4 u 2D6, unxubupar MerabonnzMa Ha AOHENE3HIL.
CnenosarenHo Te3d M Apyrd CYP3A4 uHxnuOUTOPH KaTO HHTPAKOHA30Jl H €PUTPOMHUMH H UHXMOMTOPH Ha
CYP2D6 xaro dyoxcernH morar aa HHxuOupat merabonnsMa Ha goHene3un. B npoyuBaHus npu 3apaBy
N0OpOBONIM KETOKOHA3al NOBHIIABA CPEAHMTE KOHUCHTpPALMH HAa AoHene3un ¢ okono 30%. EH3uMuH
MHAYKTOPH KaTo pudaMnullMH, KapbaMa3zenuH ¢ alkoxo/ MOrar a HaMalaT KOHLIEHTPaLUHMHTE Ha AOHENE3HL.
Toii xaTo cTenedTa Ha HEXHONpaHe WM HHAYLIMPAHE € HEW3BECTHA, TE3H JICKApPCTBEHH KOMOHHAIIUK TPsAOBRa fa
ce M3IMOA3BAT BHHUMATeNHO. JIOHENE3WIoB XHUIAPOXJIOPHA MOXKE A B3aUMOACHCTBA ¢ aHTHXOJIMHEPrHiHK
NiexapcTBeHH cpeacTBa. ChleCTBYBA MOTEHLHMAN 33 CHHEPruYHA aKTUBHOCT MPH €THOBPEMEHHO MIPHIOKEHHE C
JIeKapCTBa KaTo CYKUHHUIXONNH, APYTrH HEPBHO-MYCKYJIHH ONOKEepH WIH XOJIMHEPTUUHH arOHUCTH Ocrta-
ONIOKEpH, KOUTO UMAT ePeKT BbPXY ChbpACYHATA IIPOBOJHMOCT.




4.6 DepTHANTET, BpEMEHHOCT H KbPpMeEHe

bpemenrocm

HsaMa poctarbuHo AaHHH 33 YynoTtpebara Ha JOHENE3WI nNpH OpeMeHHH KeHHU.

ExcriepMeHTATHHTE NPOYYBAHHA MPH XKUBOTHH HE NOKA3BA TEPATOrEHEH €PEKT, HO Ca NMOKA3ANH NEPH- U
NOCTHATAIHA TOKCHYHOCT. (BXK. Touka 5.3. [IpeaAxTMHUYHM JaHHH 3a He3onacHoOCT).

[ToTeHLHaTHHUAT PUCK IIPH XOPa € HEH3BECTEH.

AnsaHlep He TpaOBa Ja ¢€ U3MOI3Ba 10 BpeMe Ha OpEMEHHOCT, OCBEH B CIIy4al Ha KaTeropyyHa
HEOOXOAHNMOCT.

Kvpmene

JloHene3n1 ¢ce eKCKpeTHPa B KbpMara Ha IUbXoBe. He € U3BeCTHO Jand AOHENe3WIoB XHAPOXNIOpH], Ce
eKCKPETHPa B KbPMATA MPH XOPpa H HE ca NMPOBEAEHN NPOyYBaHUs NpH KbpMadku. Cle10BaTeNHO, KEHHTE,
KOYTO NMpUEMAT AOHENEe3nN He TpAOBa a KbPMAT.

4.7 EdexTH BLpXY ¢NocobHOCTTA 38 modupate # padoTa ¢ MAIIHHH

Nosene3nn MORIMABA B MaJlKa 0 YMepeHa cTeneH cnocobHocrra 3a wodupane U pabora ¢ MalluHH.
IleMeHUHMATA Ha AnixalfiMep MOXe Ia HapyIld cnocoOHOCTTa 32 wodupane Win 3a pabora ¢ MmawinHu. OCBeH
TOBa JOHEME3NT MOXKeE Aa NPeNKH3BHKA YMOpa, CBETOBbPTEX H MYCKYJIHH KPaMIIM IPEAH BCUYKO B HAYAIOTO Ha
NIEYEHHETO HIIH MPY MMOBHINABAaHE Ha A03aTa. CniocobGHOCTTA HAa NALMEHTHTE ¢ AnmixaliMep Aa modupar WM aa
pabotaT ¢ MalLMHK TpabBa ga OpAe OLCHABAH PYTHHHO OT JICKYBaLLKA JIeKap.

4.8 HexenaHn JeKAPCTBEHH PeaKilHH

Hali-gecTUTe HEXENaHH JICKAPCTBEHH PEaKLMHM ca AHAPHA, MYCKYJIHH KpaMnH, YMOpa, raficHe, NoBpbIIAHE H
Oe3ChHHUE.

O606meHNe HA HEXKETAHHTE pPeaAKUHH

Hexenawure NeKapCcTBEHH peakilyi, cboOlaBaHH HE CaMO KAaTO H30JMpaHu Cllyuyad, ca U30poeHH rno-aony Mo
CHCTEMO-0praHHa KJacH(puKauus U no 4ecrora.

YecToTaTa ce OIpeleNs KakTo caeipa: MHoro yectn (=>1/10), secta (=1/100 no <1/10), veuectn (==1/1 000 no
<1/100), peaxu (>1/10 000 go <1/1 000), mHoro peaxH (<1/10 000); ¢ Hen3pecTHA YeCTOTA (OT HATUYHUTE JAHHH
He MOXe 71a ObJie HanpaBeHa OLICHKA).

Cucremo-opranen  |Muoro YeeTH Heqecrn Peakn MHoro peaxn
KIIAC YeCTH (>1/100 o <1/10) |(>1/1000 po <1/100) (=1/10 000 no <1/1000) |(<1/10 000)
(=1/10)

Nudexuux H HactuHka
HH{peCcTALHH
Hapyuinus Ha AHOpeKcHA
merabonusma U
XPAHEHETO
[McuxuyHu XamouuHauuu**
HapylLICHHA Bw3byna**

ArpecHBHO

noBeAcCHHE™ ™

Heobuuakuu

CLHHILA K

xowmMapu**
HapymeHud Ha Cunxkon* [Mpunaasun® ExcrpandpaMHOHH 3M0Ka4eCTBECH
HEpBHATa CHCTEMA 3JamaqanocT CHMIITOMH HEeBPOJIHNTHYEH

bescnHHe CHHAPOM
CopaeuHu Hapy LLieHUs bpaaukapnus CuHoapTpuaneH 0510k

ATpPHBEHTPHKY IApEH
6nok




Cromamuo-ypeBHy  ([inapus [ToppbLIane CroMallHO-4peEBEH
Hapy IUEHU S ["'anene AOROMHHATHH KP'bBOU3/IHB
CMYLLIEHHS Ctomaiuka M

OyoaeHanHa sA3Ba

XHnepcanHpaums
Xenaro-Ouauaphu UepHoapobHu
HAPYLIEHHS YBPEXKAAHH,

BKJIOYHTEIIHO XENATHUT
o ok ok

Hapyuierus Ha O06puB
X0Xara U [oAKOXKHaTa Copbex
ThKaH
Hapyuienus Ha MycKyHH KpaMnH Pabgomuonusa
MYCKYJIHO-CKENeTHaTa *HA*
CHCTEMA H
ChEAMHHTEIHATA
TBKAH H KOCTHTE
Hapyimenus Ha HUHKOHTHHEHLIHA HA
6bnOpensTe n YPHHAaTA
MMKOYHHTE ITLTHILA
O6min napymiesua v [[Tnasobonne [YMopa
edexTH Ha MACTOTO Ha bonka
NPHIOKEHHETO
NacneapaHus MuHEMaNHO

MOBHIICHHE HA

CepyYMHHTE

KOHLUCHTpAaLHH Ha

MYCKY/THaTa

KPEeaTHHKHHA3A .
Hapanapanus ¢ 3nonoayKa
OTPaBAHUS

* [Tpu W3cnenBaHe HA MAUUEHTH CHC CHHKOM UNH MPUIIaabLH TPSOBaA 1a ce HMa MPEeIBU]L Bh3MOXHOCTTA 3a
chpAedeH ONoK WiK ABJIFH CHHYCOBH Naysu. (Ba. Touka 4.4.).
** YecTOTaTa Ha CIIYHAHTE C XAMOLMHALKK, HEOOHUYAHHY ChHHINA, KOIIMAaPH, XHUTALMA U arPeCHBHO
MOBeJICHHE HAMAJIARA ¢ HAMAJIABAHE HA A03aTa WK NPM NMPEeKbCBaHE HA JIEUEHHETO.
*** B ciyyaif Ha HeoDACHUMO YepHOApoOHO HapyleHHe TpaOBa Aa ce COMUCIIM NPEKBCBAHE HA IEUEHHETO C

AJzaHuep.

***+ Cpo01maBa ce, ye pabaOMHOJIN3A CE pa3BUBaA HE3ABUCHMO OT JI0KAYECTRCHHUS HEBPOJIEIITHYEH CHHAPOM
H B TACHA BPb3Ka CNE 3aM0YBaHE HA JICUEHHETO C JOHENe3N U C TOBHILABAHE HA 103aTa.

CrobluaBaHe Ha NOAO3MPAHH HEXETaHHU peakiiiH

Cro0u1iaBaHeTO Ha MOZO3UPAHH HEXENaHH peakLMH Cliell pa3spellaBane 3a ynorpeba Ha NeKapCTBEHKS
NPONYKT € BaxXHO. ToBa NO3BOJIABA 1a NPOAB/IKH HaOMIOAEHHETO Ha ChOTHOIIEHHUETO MON3A/PUCK 3
NeKapCTBEHHA MpoAyKT. OT MEAHIMHCKUTE CIIEUMANHCTH C€ H3UCKBa 1a CbhoOlIaBaT BCAKa NOAO3HpaHa
HeXXeJIaHa peaKLud Ypes:
HansanuTenHa aredums no gekapereata (MAJI):

yi. ,JamsaH [ pyes® Ne §

rp. Codusa 1303,

Ten. +359 2 8903417

en. noma: bda@bda.bg
yeOcaiiT; www.bda.bg

4.9 [Ipeaozupane

OnpeaenexHara cpefHa NETANTHA A03a HA JOHENE3WIOB XHAPOXJIOPH ClIEA NPUIOKEHHE Ha €AHOKpaTHa opallHa
1033 NPY MHULIKH # TUTsX0BE € 45 1 32 mg/kg, pecrieKTUBHO, WM RpUbnn3uTenHo 225 u 160 oy a:
OT MakCHMAaJlHaTa NpenopbYHTEIHA A03a NpH xopa oT 10 mg nHeBHO. J[030-3aBUCHMH TP ) ag&\'ﬁw flo
XOJIMHEPTHYHA CTHMYNIalua ¢a HabnoaaBaHi NpH XXUBOTHHU U BKJIIOUBAT HAMANECHK CIIOM aih eHng

1T @t




HEBRB3IMOXCHOCT 3a H3MpaBsHE, ONIOJIABALLA Ce NOXOAKA, JaKpUMaLus, KJIOHHYHH NPUNAIbLH, ITOTHCKAHE HA
AHIIAHETO, CANUBALIMA, MHO34, (pacLMKY/TaLMY4 U NOHIDKABAHE HA NOBBLPXHOCTHATA TENECHA TeMepaTypa.
[Npexo3upaHeTo ¢ XONMHECTEPA3HU HHXHOUTOPH MOXE Ja ROBEAE A0 XOJMHHEPrHYHA KPH3a, NPOSBABAILA CE
ChC CHITHO I'aJieHe, MOBpbIIaHe, NOBAILNCHA CANTHBALIMA, H3NOTABAHE, OpaguKapAua, XUIIOTORUA, MIOTHCKAHE HA
IHIIAHETO, KOIANC K KOHBYJICHU. BB3MOXHO € 1a B3HHKHE H3pa3eHa MYCKYJIHa CnabocT, KOATO MOXKeE Ja
DOBEJNE A0 CMBPT IPH 3aCATAHE HA ANXaTENHATa Myckynarypa. KakTo npu Bceku cnydal Ha Ipeao3upaHe ce
npoBexaar 00K NoAaABpKALLK MeponpuATHA. KaTo aHTUAOT NpH Npeio3HpaHe Ha A3aHlep Morar Ja Obaar
H3MON3BAHH TEPLUHEPHNH AaHTHXOJIHHEPrUlM KaTo aTponHH. [IpenopbuBa ce TUTPHUPAHE Ha aTPOINMH cyadar
HHTPABEHO3HO 0 NMOCTHraHe Ha HeobxoauMHA edekT: HauanHa no3a o 1,0 1o 2,0 mg 1. V. ¢ nocneasalio
RO3UpaHe Criopel KIHHUYHOTO NoBiIusABaHe. [IpH eAHOBpEeMEHHO NPHIOKEeHHE HA XOTHHOMUMETHLM C
KBATEPHEPHU AHTHXOMHUHEPTHLIM XaTO INMHKOMKUPONAT € Hab/01aBaHO AaTHITHYHO MOBIHABAHE HA KPBBHOTO H
ChpleYHATa YecToTa. He € H3BECTHO Jany NOHENE3WIOB XMAPOXIOPH WHIH HEeroBHTE MeTabOAUTH MOrarT aa
Ce OTCTPAHABAT 4pe3 AHANH3a (XeMOAHANK3a, NEPHTOHSANHa AManu3a WK XxeMopuiITpauus),

5. G®APMAKOJIOIT'HYHH CBOACTBA
3.1 PapMaKOAHHAMHYMHH CBOHCTBA

(hbapMaKkoTepaneBTHYHA rpyna: JeKapcTBa 3a AeMeHLnd, aHTuxonHHecrepasHi, ATC koa: NO6DAO2

MexaHH3bM Ha NEeHCTBHE
JloHerne3nnoR XMApPOXNOpUA € cneundHdeH MW o0patMM HHXUOMTOP Ha ALETHIXOJIMHECTEpa3ara,

npeobiianasaniaTta XoJlIHHECTEpa3a B MO3b4HHATA ThKaH. JlonenesunoB xugpoxnopua in vitro € 1000 meTH no-
MOILIEH WHXHOHUTOP Ha TO3H €H3UM, OTKONKOTO Ha OYTHPWIXONIHHECTEpa3aTa, €HIUM, KOWTO ¢ pa3lpocTpaHeH
Npeau BCUMKO W3BLH LIGHTpANHaTa HEPBHA CUCTEMA.

JleMeHIIMA Ha AJIXanMe

IHpy nmayMeHTH ¢ AEMEHLMS Ha AnuxaiMep, BKAWOYEHH B KAHHHYHM TMpPOYYBAHHUA, NPWIOKCHHETO Ha
JNOHETIE3WIOB XHIPOXJIOPHA BeAHDBXK IHEBHO B A03a 5 mg wnd 10mg BOoAM A0 paBHOBECHO MHXMOHUpaHe,
pecnekTHBHO Ha 63,6% mn 77,3% oOT auneTWIXONHHECTEpa3HaTa AKTHBHOCT (W3MEpeHa B EPHTPOUHTHHTE
MeMOpaHH) NPy H3IMepBaHe cried Ao3upaHe. UHxubupaHeTo Ha aueTunxonvHecrepasaTta (AXE) B epuTpounTHTE
OT JAOHENE3WNOB XHAPOXIJIOPUA KOPEINpa BEB BUCOKA CTENEH ¢ TpoMeHuTe B ADAS-cog, HyBCTBHTENIHA cKana,
CKOATO C¢€ IpOYYBAT ONPEACISHM ACIEKTH OT KOTHMTHBHHTE (yHKUMH. He e mpoy4YeH noTeHUUATBT Ha
AOHETIE3WNOB XUAPOXJIOPHA Ja NIPOMEHA MPOTHYAHETO HA NOAJIEXKAIA HEBPOIATONIOr U, 3aTOBA HE MOXE 12 CC
CYHTA, Y€ MMa HAKAKEB €(EKT BbpPXY Pa3BUTHETO Ha 3a00NABAHETO.

EdukacHOCTTa HA NIEYEHHETO C JOHENE3WNOB XHAPOXJIOPHA € H3CIEABAHA B YCTHPH IU1alie00-KOHTPOJHPaHH
KJIMHHYHM TIpOy4BaHHA, 2 OT KOHTO ca OMIM ¢ NpPOXBIDKHTENHOCT 6 Mecelia U ABE — C MPOABLIDKHTEIHOCT |
roAKHA,

B 6-MeceyHo KIIHHHYHO NMPOYYBAHE € HAlpaBeH aHaNTH3 B Kpas Ha TepanuaTa ¢ ZOHEME3WI, KaTo €a U3MNON3BaHH
TpH KpuTepHua 3a epukacHocT: ADAS-Cog (Mapka 3a korHutuBHO npencraBsHe), Clinical Interview Based
Impression of Change with Caregiver Input — CIBIC (Bneyarnenue 3a npoMsHa Ha K1HHHALKCTA, OCHOBaHO Ha
WHTEPBIO U ¢ HHopMaLus oT fonHorneaaya — Mapka 3a o01oro pyHxkudonrnpane) u [loackana Ha €XEAHEBHHUTE
nefiHocTH Ha KnMHHMYHATa OLUEHbYHA CKayia 3a JeMeHUMs (MApKa 3a BL3MOXHOCTHTE B OOLUECTBOTO, IOMA H
xoOHuTaTa B rprxata 3a cebe cu).

HHI.LHEHTH, KOHTO OTroBapiT Ha MNOCOMCHHTE I[10-I0J1Y KPHTCPHH, CC€ ONPCACHAT KAaTO MOBJIHABAILIKH CE OT
JACYUCHHNETO.

[Nopnusasane = [TopoOpsasane Ha ADAS-Cog ¢ MUHUMYM 4 TOUKH
JIunca Ha snowasaHe B CIBIC +
JIunca Ha pnouiaeaHe no IToackana Ha exenHeBHHUTe aetiHocTH Ha KNHMHHYHATA OLIeHBbYHA

CKajla 3a 1CMCHLUHA




% [lopnugBaHe
O6m 6polt naumeHTH, 3anovHand | [lanuenTH, KoMTO nNOANEXKAT HA
Npoy4BaHeTo (n=363) oueHka (n=352)
[Inauebo 10% 10%
['pyna, npuemamia aoHene3wnoB | 18%™ 18%*
XMAPOXJIOpHI 5 mg
['pyna, npueMama aoHene3lwioe | 21%* 22%%*
xuapoxJjopun 10 mg
* p<0,05
** p<0,01

HOHEH%HII NMpEAH3BHKBa 103a-3aBHCHMO CTRTUCTHYCCKH 3HAYMMO ITOBUILABAHE HA IMTPOLICHTA HA NMALUHCHTHTE,
KOHUTO CC ONPCACTIAT KaTO MOBJIHABAIIIN CC OT JICUCHHCTO.

.2 OapMaKOKHHETHYHH CBOHCTBA

AbcopOLns

MaxkcMMaTHUTE IU1a3MEHH KOHLUESHTPALHH Ce JOCTHraT NpUOIM3UTENnHO 3-4 yaca cnes nepopajiHO NPHIOKEHHE.
[InasMeRHUTE KOHLEHTPALMH M IUIOLITA MOK KPHUBATA HApacTBaT MPONOPUHOHANHO Ha A03aTa. TepMUHAIHMAT
MOy XHBOT € NpubnusutenHo 70 4daca; caea0BaTENHO MHOTOKPATHOTO NMPWIOKEHUE HA €XHOKPATHH HHEBHH
AO03d BOIHM A0 TMOCTENMEHHO NOCTUraHe Ha PaBHOBECHM koHUeHTpauuu. [IpubnusMrenHo cbCTOAHHE HA
paBHOBECHA KOHLIEHTpALIMA C€ AOCTHIMA B paMKHMTE Ha 3 CeAMHUM CJiell 3amnouBaHe Ha Tepanuara. Crnen
AOCTUTaHE Ha PABHOBECHO ChCTOAHHE, IUTA3MEHUTE KOHUECHTPALIMM HA NOHETIC3WIOB XUAPOXJIOPUR H CBBP3aHaTa
¢ Tax dapMakoaHHaMHYHA aKTHBHOCT TOKa3BaT cnaba BapHaOWNHOCT B TEUEHHE Ha IEHA.

PasnpeneneHue

JIOHENE3UNOB XHAPOXNIOpUA €€ CBbp3Ba MNPUONHIUTENHO B 95% ¢ YOBEIIKMTE MAA3MEHH NPOTEHHH.
CBbp3BaHETO C IUIA3MEHUTE NMPOTEHHKM Ha aKTHBHHA MeTabonut 6-0O-me3MeTHn AOHENe3wT He € H3BECTHO.
PaznpenencHHETO Ha JOHENIE3WIOB XHAPOXIOPHA B PA3IMYHUTE TENIECHH ThKaHH HE € HambJIHO mpoy4eHo. Bee
MaK B NMPOYYBAHUA NpH 3ApaBH A0OpPOBOMLM MbkE € YCTaHOBEeHOo, ye 240 4. ciaea npwioXkeHHeTo Ha 5 mg
IOHENE3WNOB XHAPOXIOpHA, Mapkupad ¢ *C, npuGnusurento 28% or Mapkepa He e 6un ycraHobeH. ToBa
npearonara, 4e JOHENe3uNnoB XUAPOXJIOpU H/WIN HEroBUTE MEeTabONMTH MOTaT Ja NEPCHCTHPAT B TAIOTO 3a
noseve ot 10 aHwu.

Metabonu3bnM / Ennmunnpane

JoHene3wnoB XUAPOXNOPH C€ ENUMHUHHUPA KAKTO Ype3 OTAC/UTENHATa CUCTEMA B HENPOMEHEH BHJI, TaKa H Ype3
MeTabonu3zupaHe OT cucreMara Ha uuToxpoMm P-450 1o MHOroOpoiiHu MeTabonuTH, He BCHYKU OT KOUTO ca
uaeHTudunupasu. Cnel MpUNOKEHHE HA eAHOKPATHA 1034 AOHENE3UNI0B XUAPOXJIOPHA 5 mg, MapkupaH ¢ '*C,
nia3zMeHaTa paJlHOaKTUBHOCT, M3pa3eHa KaTo MPOLCHT OT MpHIXKEeHaTa 1033, € OWna mpeacTraBeHa npeau
BCHYKOQ KATO HEMPOMEHEH A0Hene3unoB xuapoxnopua (30%), 6-0O-geamerun aonenesnn (11% - eqxuHCTBEHUAT
MeTabonut, KOHTO NPosBABA AKTHBHOCT, NPOAOOHA HA Ta3M HA ROHENE3HNIOB XHAPOXJIOPHI), JOHENE3NI ~1{HC-
N-okcuna (9%), 5-O-neaMernn poxenesmn (7%) U DIIOKOPYHUPAHHA KOHIOMAT Ha 5-O-me3MeTHn noHene3uwn
(3%). Ilpubnunsurento 57% oT UANOTO KOJIHMYECTBO PAANOAKTHBEH MapKep € YCTaHOBEHO B ypuHara (17% xaro
HEnpoMeHeH goxeneswi) # 14.5% - BuB ¢eleca, KOeTo JaBa OCHOBAHHE Aa CE CUMTa, u¢ OUoTpanchopMaumnaTa
M EKCKpEeUMATa B ypUHaTa ca MbpPBHYMHM MBTHILA 33 €IUMMHHMpaHe. HAMa paHHM, KOWTO Ja rOBOPAT 34
EHTepOXenaTralia peLUMpPKyAalia Ha JOHENEe3WIOB XUAPOXIOpHA W/ UM HAKON OT HeroBuTe MeTaboJIUTH.

[InasMeHHUTE KOHUCHTPAIKWHA Ha JOHENE3WI HAMAMABAT ¢ IUTA3MEH NMONMYKXKUBOT OT npHOnu3uTenHo 70 yaca.

CneunanHiy NONvIaLMH

Ilon u paca
IMonbT, pacara ¥ TIOTIOHONYILLEHETO HAMAT KJIHHUYHO 3HAYHUM e(EKT BEpXY IUIA3MEHUTE KOHLIEHTPaLMH Ha

ROHENEe3UIIOB XHAPOXJIOPHA.




ITayuenmu 8 cmapuecka ev3pacm
{apMakKOKHHETHKATA Ha JOHENE3HII HE € Npoy4BaHa QUPMANHO NMPH 3ApaBH A0OPOBOJILM B CTap4iecka Bb3pacT
WIH MpH NALMeHTH ¢ AnlxaiiMep. Bee nak cpegHuTe rnasMeHd KOHLSHTPaUHH NPH NALMEHTH CBC CXOJHH BbB

BMCOKA CTEMECH C TE3H NPH 3ApaBu Maau A0OPOBOJILA.

YeprnodpobHra nedocmamvunocm

IIpy mauMeHTH ¢ JeKka A0 CPEAHO TEKKa UYEPHOAPOOHA HEJOCTATHYHOCT ¢ HabMonaBa NOBUIIEHHE Ha
PAaBHOBECHHTE KOHLEHTPALMH Ha AOHemNe3u, nosuiieHne Ha cpeadara AUC ¢ 48% u noBuuIeHHe Ha CpeaHaTa
Cmax € 39% (BX. TOYKA 4.2.).

5.3 IlpeaxINHUYHH AaHHH 33 6e30macHOCT

OO0mupHHN NMPOYYBAHHMA TIPH €KCNEPHUMEHTANHH KMBOTHH €a YCTRHOBHUIH, Y€ TORA CheAUHEHHWE IMPEeAN3BHKBA
MATKO €(EeKTH H3BbH XeJaHMTE (apMaKOJOTHYHH, KOHMTO CLOTBCTCTBAT HAa HETNOBOTO NEHCTBHE KaTo
XOJHHEPrHYeH cTUMynarop. (Bxk. pasgen 4.9. Ilpenosupane). JoHenesun He € MMan MyTarcHEH e(gekT B
IIPOBEACHUTE TECTOBE 32 MyTaLMHM ¢ DaKTEpPHAIHH KIETKH H KJIEeTKH oT 6o3aliHuuu. In vitro ca HabmonaBaHu
HAKOHM KJIACTOTCHHH €(eKTH NpH KOHLECHTpPALMWW, KOMTO ca OWIM BHAMMO TOKCHYHH 34 KICTKHTE H Ca
HagXxBbpasnH 3000 nbTH paBHOBECHHUTE TUTA3MEHH KOHUSHTpauMK. [lpu in vivo n3non3saHe Ha MUKPOHYKJIEApeH
MOJIeNT MPK MHUHLIKK He ¢a HadnioAaaBaHM KINACTON€HHM WM APYrd FeHOTOKCHYHM edekTH. Hama naHHM 32
OHKOT€HEH MOTEHLHAN NMPH ABINOCPOUYHH NPOYUBAHHA BbPXY KaHLIEPOr€HHOCTTA KAKTO MPH ILUTbXOBE, TaKa M
npy MULLKH,

JIOHENe3W10B XMAPOXNIOPHA HE € UMAN €(eKT BLPXY DEpTIIMTETA Ha IUTBXOBE W HE € OUN TepaToreHeH npu
UIBXOBE HAHM 3aiiiM, HO € uMan ciad edekT BBPXY MBPTBOPAXKIAHHMATA M paHHATa NPEKHUBAEMOCT Ha
HOBOPONCHUTE NpH OpeMeHHH TUTbXORBE B 1032 50 NbTH, HAAXBBLPAALLA 103aTa, IpWiarayda npu xopa (BkK. TOUYKA

4.6.).

6. GOAPMAIILEBTHYHH 1AHHH
6.1 CnMchbK Ha NOMOINHHTE BellleCTBA

Hopo na mabaremxama

JlakTo3a MOHOXMApAT

LlapeBHYHO HHIllECTE

JlakTo3a (Moaudprunpana)
XMAPOKCHIIPOITII LENyNo3a
MukpokpuctanHa uenynosza PH 102
Marte3ueB creapar

Obguexa Ha mabnemxama
Turanos anokcua (E171)

XWAPOKCHNPONKI METHILIENY103a

[Tonuetunex rnukon 400
[NomucopObar 80 (E433)

6.2 HecnLBMECTHMOCTH

Henpuioxumo

6.3 Cpox Ha roasHocTt

2 roavHN

6.4 Cnennajny YCI0BHS HA ChXpPaHeHHe

Ha ce chXxpaHsiBa Ha MACTO, HEAOCTBIHO 33 JeLa.




Jla ¢ce ChXpaHsBa B OPUrHHANIHATA OMNAaKoBKa.
Ha ce cuxpansapa noa 25°C.

6.5 BHA M ¢BALPKAHHE HA ONAKOBKATA

[Tpozpaynu PVC/PE/PVDC 6nuctepH, NOKPUTH C aNnyMHHHEBO POIIHO.

Enun 6nuctep ceabpxka 14 6pos punmMupaHu TaONETKU.

Pasmep Ha onakoBkaTta: 14 6posa punmupanu tabnetkn (1 onakoska/ 1 Gnucrep)
28 B6pos punmupanu Tabnetku (1 onakopka/ 2 6aucrepa).

He BcHuxH BHAOBE OMAKOBKH Morar aa Obaat B npoaaxoa.

6.6 CrnenHa/ HH NpeANa3ZHA MEPKH NPH HIXBbLPJIAHE

Hsama cneunanHu U3UCKBAHUA 3a U3XBBHPIIAHE.

Heu3non3BaHWAT JeKapcTBEH NPOAYKT WIH OTNagIb4HHTE MAaTepHanu OT Hero TpaOBa Ja ce HM3XBLPASAT B
ChbOTBETCTBHE C MECTHHTE H3HCKBaHHA.

7. NPHTEXATEJ HA PAZPELILIEHHETO 3A YIIOTPEBA

HOBEJ ®APMA EOOJ

oyn. ,.benrapus” Nel(9

Codus 1404, brarapus

8. HOMEP HA PAZPELHIEHUETO 3A YIIOTPEBA

Per.Ne: 20220003

9. JATA HA ITBPBO PAZPEIIABAHE/NIOJHOBABAHE HA PAZPELLIEHHETO 3A

YNIOTPEBA

ara Ha mepBO pazpewasane; 04.01.2022 r.

10. JAATA HA AKTYAJIMN3UPAHE HA TEKCTA

01/2025 1.




