KPATKA XAPAKTEPUCTHKA HA IMTPOAYKTA



1. UME HA JIEKAPCTBEHMUA ITPOAYKT e
Anzanuep OJIT 10 mg Tabnerku, Aucnepryupallm ce B ycrara . .5/ 9 c‘?{rz L’? O/ L) |
Alzancer ODT 10 mg orodispersible tablets o o | -
e R Y 17 -12- 1014
2. KAYECTBEH U KOJIMMECTBEH CBCTAB

Bcska Tabnerka chabpka 10 mg nonenesunos xuapoxyopua (donepezil hydrocloride).

[IoMOIIIHHM BELIECTBA C U3BECTHO JAEUCTBUE
acrapram (3 mg), copouron (20 mg), HarpueB MeTabucynput (1 mg), maauton (90 mg).

3a MbJIHUS CITUCHK HAa NMOMOIIIHUTE BELIECTBA BUXKTE TO4YKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka, Aucneprupaiua ce B ycrara.
benu, kpbrim Tabnerku ¢ Haanuc ,,ALZ” ot enqHara crpaHa ¥ ,,10 ot Apyrara cTpaHa ¢ guameTsp 9,4 mm.

4. KJIUHUYHHU JAHHH
4.1 TepaneBTHYHH NOKa3aHHUHA

Anm3anuep OJIT TabneTku ca nokazaHM 3a CHMIITOMATHYHO JIEYEHUE HA JIEKH J10 CPEAHOTEXKKH OpMH Ha
JIEMEHLUA Ha AJxaumep.

4.2 J03HpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bv3pacmnu/nayuenmu 6 cmapuecka ev3pacm

JleueHuneTo ce 3ano4ma ¢ 103a OT 5 mg/aeH (eAHOKpaTHO AHEBHO Ao3upaHe). Jlo3aTta oT 5 mg/neH Tpabpa na ce
npujiara Han-majako | Mecel npeau aa MOXKe J1a ce HalnpaByU Hal-paHHa OLIEHKA 3a MOBJIMSIBAHETO OT
JIEYEHHETO M 3a J1a C€ AOCTUIHAT PaBHOBECHH KOHLEHTPALMHH Ha JIOHENEe3uJ10B Xuapoxuaopua. Cnea karo ce
HarnpaBH KJIMHHYHA OlieHa Ha €JJHOMECEYHOTO JIeYEHHE C 103a 5 mg/aeH, ao3ara Ha AnzaHuep O[T moxe na
ce nouiuM 10 10 mg/neH (eAHOKpaTHO JHEBHO A03HpaHe). MakcumaliHaTa npenopbyrTesiHa ao3a e 10
mg/neH. [Ipunoxxenuero Ha 1034 Haa 10 mg/ieH He € U3CiIeIBaHO B KIIMHHYHH MPOYYBaHHA.

Jleuenuero TpsaOBa Aa ObAE 3aNOYHATO U MPOBEXK/IAHO OT JIEKAp C OMMUT B IMArHOCTUKATA U JICYEHUETO Ha
neMeHLMs Ha Anuxaimep. JIuarnosara tpsabsa aa Obae nocraBeHa ChrVIaCHO OOLIIONPHETUTE NMPUHLMNHK (HAMp.
DMS IV, ICD 10). TepanusaTta ¢ npoHene3un TpAOBa 1a 3arno4yHe camo B Clly4ai, 4e € ocurypeH OosiHorienau,
KOWTO peloBHO J1a CJIeIW NpUeMa Ha JieKapcTBoTO. [loaabpkaloTo seyeHHe MoXe 1a NPOABL/IKHU J0TOrasa,
JIOKaTO MMa TeparneBTHYHa 110J13a 3a O0IHUS.

Eto 3a1110 € He00X0AUMO a ce NMpaBy NEepUOAHYHA MPEOLIEHKA Ha KIIMHUYHUA €(EKT OT JICYEHHETO C
noxene3un. Tpsabea na ce 0OMUCIIH NpeKbCBaHE HA TEPAMNMUATA, KOraTo BeUe HE Ca HaJMLe JJaHHH 3a
TeparneBTHYeH edekT. MHAUBUAYATHOTO NMOBJIMsABAHE OT JICYEHHETO C JIOHEMNEe3UI1 HE MOXe J1a Obae
MPOrHO3HpPaHO.

[Tpn npekbCcBaHe Ha JIeYEHUETO ce HabJoaaBa NoCTeNneHHoO H3Uue3BaHe Ha OaronpUsSTHUTE eeKTH Ha
Amzanuep O/IT.

ITeouampuuna nonyrayus
Anmzanuep O/IT He ce npenopbyBa 3a nNpuJjaraHe NMpH Aeua U FOHOLIK Ha Bb3pacT 10/



ITayuenmu ¢ 6vb6peuno u ¥eproopobro yepexcoane
[NogobHa cxeMa Ha JO3HpaHe MOXe Aa Oble NpUIokKeHa NpH NaUEHTH ¢ 6L0peuHo yBpeXXaaHe, 3au0To TOBa
CHCTOAHHE HE MOBJIMABA KIIHPBHCA HA AOHEME3WIOB XHAPOXJIOPHIL.

[Topany BE3MOMKHOCTTA 32 HapacTBaHe Ha KOHLeHTpauuuTe Ha AnmsaHuep OJT npu fieko A0 CpeaHO TeXKKO
yepHOAPOOHO YBpexkaaHe (BXK. TOuKa 5.2) MOBHLIABAHETO Ha 03aTa TpAOBa Aa CTasa B 3aBHCHMOCT OT
MHIMBHAYyaJIHATa NoHOocUMOcT. HamMa naHHH 3a npuwiokeHreTo Ha Ansanuep O[T npu nanMeHTH ¢ TeXKO
4epHOAPOOHO yBpEKAAHE.

Ha4yuH Ha_MpUNOKEHHE
Amannep OJT TpabBa na ce npueMa NnepopanHo Beuep npeau aarane. Tabnerkara TpsOBa da ce CIOXKH Ha

e3uka U Aa ce Jajie Bh3MOXHOCT JIa Ce pasnajHe Mpeau Aa ce NMorbiHe cbe Wid 6e3 Boja, cnopen
npeAnOYHTaHUETO HA TTALIMEHTA.

4.3 IIporuBOonOKA3aAHHS

Amsanuep O/IT e npoTHBONOXKAa3aH NPH NALHEHTH CBC CBPBXYYBCTBHTENTHOCT KbM AKTHBHOTO BELIECTBO,
MHIIEPHAMHOBH NPOK3BOHH WIH KBM HAKOE OT MOMOLUHHTE BEILECTBA, H30poeHH B Touka 6.1.

4.4 CnennanHe npeaynpeXAeHAR H NpeANa3HH MePKH OpH ynoTpeda

He e u3cneasano npuwioxkenuero Ha Ansanuep OJT npy nanpeHTH ¢ TeXKa JeMeHLIMA Ha AnixaidMep, Apyry
BHIOBE JIEMEHIIHA WIK APYrH BHAOBE NAaMEeTOBH pa3CTpoHCTBa (Hanp. 8b3pacTOBO HAapYlLIaBaHE Ha
KOrHHTHBHHTE QYHKLIHK).

Anecmesusn
Kato xonuHectepazeH HHXHONTOP € BepoaTHo An3aHuep O[T na noreHuMpa edexra Ha
CYKUMHWIXOJIHHOBUTE MHOPENAKCAHTH 10 BpEME Ha aHEeCTE3HH.

Cupoeuno-cvoosu 3abonseani

[Topaau apMaKoJIOrHYHOTO CH AEHCTBHE XOIMHECTEPA3HWTE HHXHOUTOPU MOraT 1a MMAT BarOTOHHYEH e(eKT
BBPXY ChpAeYHaTa YecTtoTa (Hanp. Opanukapand). BepoaTHocTTa 3a Bb3HMKBAHE Ha Takbs eheKT MOXKe 4
0co0eHO BaXKHa NPH MALHEHTH CBC ,,CHHAPOM Ha OONHUA CUHYCOB BB3€J" WIH APYrH CYNPaBeHTPHKYJIapHH
HapyueHus B MPOBOAHATA CUCTEMA Ha CHPLIETO KaTO CHHOATPHANEH WM aTPHOBEHTPHKYapeH 610K,
JloxnaaBaHM ca Cyyad Ha CHMHKon unu npunagsud. [Ipu uscnenpare Ha TakuBa naLpeHTH TpAOBa na ce
OTYHMTA BB3IMOXKHOCTTA OT Bb3HHKBAHE HAa ChpAe4eH OJIOK U ABJIrd CHHYCOBH MNay3H.

Cmomaurno-upesnu 3a00aR6aHUR
[TaiMEeHTH C NOBHILEH PUCK OT PA3BHTHE Ha A3BH, HAMNp. TAKHBA C aHaMHe3a 3a A3BeHa OONecT Wi TaKHBa,

KOMTO MpHeMaT HecTeporaHu npotuBosb3nanuTenHu cpeacrsa (HCTIBC) eanospemenHo ¢ Amsanuep OAT,
TpaGBa Aa c€ MOHHTOPUpPAT BHHMaTeNHO. KiIMHHYHUTE NpOyUYBaHUA C ROHENE3WIIOB XHAPOXJIOPHA, oBaue He
NOKA3BaT MOBHMlIIABaHe Ha YECTOTaTa HHTO Ha MenTHYHaTa A3BeHa 60ecT, HHTO Ha KbPBEHE OT CTOMALLIHO-
YpEBHHN TPAKT B CpaBHEHHUE ¢ 1L1aledo.

Ypocenumannu 3abonaeanus
Brnpekn ye He € RabmoaaBaHO [IPH KIHHHYHHM MPOYUBAHHUA C OHENE3WIOB XHAPOXJIOPHA,
XOJITMHOMHMETHLIMTE MOTAT Ja Npenru3BHUKaT OOCTPYKTHBHH CHMIITOMH OT CTPaHa Ha NMHKOYHHA MEXYP.

Hesponozuunu 3aborasanus
Cuura ce, Y€ XONNHHOMHMETHLIMTE MOFAT 4 NPHYMHAT reHepaiu3upaHy npunaasLm. IlosyiueHoro
NpeApa3noNOKEHNUE KbM NpUNaaby odave Moxe Oa € CHMITOM Ha HosecTTa Ha AnxaiMep.

3noxavecmeen negporenmuuer cunopom (3HC)
3HC e noTeHUMaNHO XHUBOTO3aCTPALIABAIIO CHCTOAHHE, XapaKTePH3IUpalllo CE C XHNE
PHIHAHOCT, BereTaTHBHA HeCTaOWITHOCT, MPOMEHEHO Ch3HaHHE H NOBHIIEHHY HHBA Ha CE



docokunaza. JIOMbIAHHTEHATE MPH3HALM MOXKE 13 BKJIKOUBAT MHOINIOOHHYpHs (pabaoMHONIH3a) M OCTpa
610peuHa Hel0CTATBYHOCT.

Hma cpobuiennsn, ye 3HC ce cpema MHOTO pAAKO BBB BPb3Ka ¢ JOHENE3H, H MO-KOHKPETHO TIPH MALHEHTH,
KOHTO MOMYYBAT €AHOBPEMEHHO aHTHIICHXOTHLH.

AKo nauseHT pa3ene nokasarteHy 3a 3HC npusHauy M CUMITTOMH WIH aKO HMa HeODSCHMMO BHCOKA
TeMmnepaTypa 6e3 JONbIHUTEHH KNHHUYHH nposBH Ha 3HC, neyennero tpsabea na 6uae cnpsHo,

benoopobnu 3abonsasanun
IMopaay XONMHOMHMETHYHOTO CH AcHCTBHE XONHHECTEPA3HHTE HHXHOUTOPH TpAOBa fa ce npeanucear
BHUMATEHO NPH NaLWEHTH ¢ aHaMHE3a 3a aCTMa WK oOcTpykTHBHA Genoapobha donecr.

IMpunoxenuero Ha Anzanuep O[T eaHoBpeMeHHO ¢ APYrH HHXHOUTOPH Ha alleTHIIXOIRHECTEPA3ATE,
aroOHWCTH WIH aHTarOHHCTH Ha XOJIMHEpruyHara cucreMa TpadBa na ce H3bsarea.

Teoicko yeproOpobro yepexcoaue
Hama naunu 3a npunoxkenre Ha Ansanuep O/IT npu naupeHTH © TEXKO 4epHOAPOOHO YBpeXKaaHe.

CMbpmHOC™m 8 KTUHUYHUME USNUMEBAHUA 3a CLO0BA OEMERYUS

[IpoBeneHn ca 3 KIMHUYHK NPOYYBAHUA ¢ NPOAB/DKHTETHOCT 6 MECELa, NPOYYBall HHAWBHAM, KOHTO
otroBapar Ha NINDS-AIREN kpurepuuTe 3a Bh3MOXKHA UK BEpoATHA cbaoBa JeMeHLHs (C). NINDS-
AIREN xpurepuuTe ca npeJHA3HAYEHH 32 ONpee/iAHe HA NAlMEHTHTE, ITPH KOUTO ACMEHLIMATA H3ITIEKAA Ce
ABDKH CaMO Ha CHIOBH IPUYMHH H Ja c€ H3KIIoYaT NalMeHTH ¢ Oonectra Ha AsuxaiMep. B nepBoTO
Npoy4BaHe, MPOLEHTHT Ha cMbpTHOCT € 6un 2/198 (1,0%) Ha noHeneswnoe xuapoxaopua 5 mg, 2/206 (2,4%)
Ha JoHene3wnoB xuapoxyuopun 10 mg u 7/199 (3,5%) va nnauebo. BB BTOpOTO IIpOYyYBaHe, MPOLIEHTa Ha
cmupTHOCT OMn 4/208 (1,9%) Ha poHenesnnoB xuapoxuopnua 5 mg, 3/215 (1,4%) Ha noHene3wnoB
xugapoxyopua 10 mg u 1/193 (0,5%) Ha wiauebo. B TpeToTo npoyusaHe, MPOUEHTHT HA CMBPTHOCT € Oun
11/648 (1,7%) Ha noHene3unor xuapoxiopua 5 mg u /326 (0%) na mwayebo. IIpoueHTsT HA CMBPTHOCT
TpuTe npoyuBaHus 3a CJ] oGeguHeHn B rpynaTa Ha JoHene3swioB xnapoxiopua (1,7%) e 6un uucneHo no-
BHCOK OT TO3H B rpymara Ha nnauebo (1,1%), Ta3n paznska obaue He € CTATUCTHUECKH 3HAUYNMA.
BoMUMHCTBOTO OT CMBPTHHTE CJIY4Yau NPH NalMeHTHTE, IPUEMAIH JOHENE3WI XHAPOXJIOPY WK mnauedo
M3MJIEXAA € Pe3yJiTaT OT PaziHYHH CbAOBO OOYCNOBEHH NMPHYHHH, KOUTO OHHXA MOITIH Ja C€ OYaKBAT B Ta3H
NOMyJiaLMA Ha JIMLA B CTApYecKa Bb3pacT ¢ MOANEKALILO ChAOBO 3a0ongBaHe. AHAIH3 HA BCHYKH CEPHO3HH H
HedaTalHU H aTaTHH CBOOBH CHOMTHA HE € NoKa3al pa3ji¥Ka B 4YECTOTaTa Ha MoABA B rpynara Ha
OOHENEIWNOB XHAPOXJIOPH B CPaBHEHME C Iu1auedo.

B 06061meHn npoyuBanua 3a 6onectra Ha AnuxatiMep (n=4146), ¥ nipy obeaHHABAHE HA TE3H NMPOYUBAHHA 32
OonecTra Ha AnuxaiMep ¢ pyrd NPoy4BaHUs 38 AMMEHLIMA, BIUTIOYHTENIHO NPOYYBaHHA 34 CbA0BA AEMEHLIUA
(06110 n=6888), NPOLIEHTHT HA CMBPTHOCT B MPYNHTE Ha MLNauedbo YHCIICHO € HAABHINABAJ TO3H B I'PYIHTE Ha
JOHENE3UIOB XHAPOXJIOPHA.

Anmanuep OJT cvaspka acnapram (E951), ustounux Ha dpennmnananvn. Moxke na 6bae BpeaeH 3a xopa ¢
(EeHWIKETOHYPHAL.

Anzannep OJT cvaspika copburon (E420), uaTouHuk Ha ppykroza. Moxe na 6bae BpeAeH 3a xopa ¢
HaCJIeICTBEHa HETIOHOCUMOCT KbM (PYKTO3a.

Anzanuep OJT cvabpxka HaTpHes Metabucyngur (E 223), kOHTO B peaxy ciryyad MOXe Aa NPHYMHH TEXKH
peakUH{H Ha CBPbXYYBCTBHTENHOCT H OPOHXOCMA3ZEM.

Amanuep OIT cvaspxa manuTon (E421) u Moxke aa uma cinabo uspaseHo crnaburenHo qeicTBHE.

4.5 BianmopaelicTBHe ¢ APYrHA JIeKAPCTBEHH OPOAYKTH H ApyrH ¢popMH HA B3IAHMO

JToHene3unoB XUAPOXJIOpU/ W/ UM HAKOW OT HEFOBUTE METAOOAHTH HE HHXHUOUpAT Me
papdapuH, UUMETHAUH WM AUFOKCUH NpU Xopa. MeTabnonvusMeT Ha IOHENE3HWIO0B
OT €JHOBPEMEHHO NPWIOKEHHE Ha JUrOKCHH WIH LMMeTHIHH. [IpH npoyyBanHs HH B
u3oeH3uMUTe 3A4 U no-manka creneH 2D6 va uuroxpom P-450 yyactear B meTabon



[TpoyuyBaHHA Ha IEKAPCTBEHH B3aWMOACHCTBHS, NPOBEACHH HH BUTPO, Ca NOKa3alH, Y€ KETOKOHA3aNl H
KBHHUAUH, HHXHOHTOPH pecneKkTHBHO Ha CYP3A4 n 2D6, nunxubupar Merabonuima Ha JOHENE3u.
Cneposarenso Te3d U npyru CYP3 A4 uHxubUTOpH KaTO MHTPAKOHA30/ H EPHTPOMHLIMH H HHXHMOHTOPH Ha
CYP2D6 kato quIyOKCETHH MOraT Aa HHXHOHpaT MeTaboiH3Ma Ha AoHeNne3HW 1. B npoyusaHHs NpH 31paBy
NoOpOBOJILIH KETOKOHA3aJ1 MOBHINABA CpeAHWTE KOHUEHTpalMK Ha AoHene3nn ¢ okono 30%. EM3umMHH
HHAYKTOPH KaTo pHbaMmMUKH, KapbaMa3eriH K aIKOXO0J1 MOraT Ja HAMaJIAT KOHLUCHTPALMHTE Ha JOHEME3HN.
Tbii kaTO cTeneHTa Ha KHXUOHpaHe WK MHAYUMpaHe € HEH3BECTHA, Te3U JIeKapCTBEHH KOMOUWHaIu TpaOBa
A2 C€ M3MON3BAT BHMMATENHO. JIOHENe3WI10B XUAPOXJIOPHIT MOXKE 1a B3aUMOAEHCTBA C AHTHXOJIHHEPTHYHH
nexapcTBeHH cpeacTsa. ChlecTBYBa NOTEHLMAN 38 CHHEPrHYHa aKTHBHOCT MPH €AHOBPEMEHHO NPHAOKEHHE
C JIEKAPCTBA KAaTO CYKUMHWIXOJIMH, APYTd HEPBHO-MYCKYJIHH ONOKEpH WIH XONMHHEPrHUHH arOHUCTH WIH
Oeta-OnokepH, KOUTO HMAT €(eKT BbpPXY ChpPAECYHATA MPOBOAHMOCT.

4.6 DOepTHIARTET, OpeMeHBOCT B KLPMEHe

bpemenrnocm

Hsama nocTaThyHO JaHHH 38 yrnorpebara Ha A0HeENe3wn nNpH OpeMEeHHH JKESHH.

ExcriepHMeHTAIHUTE NIPOYYBAHMA MPH XHUBOTHH HE [MOKa3Ba TEPATOrEHEH eEeKT, HO ca NOKA3a/IH Nepu- H
NOCTHATATHA TOKCHYHOCT (BXK. TOuka 5.3).

[ToTeHUHANHHAT PHCK MPH XOpa € HEU3BECTEH.

AmaHuep O/IT He TpabOBa fa ce M3MON3Ba MO BpeMe Ha OPEMEHHOCT, OCBEH B CJTy4Yaii Ha KaTeropu4Ha
HeODXOAHMOCT.

Kvpmene

JloHene3nn ce eKCKPEeTHpa B KbpMAaTa Ha ILTbXORE. He € H3BeCTHO AanH AOHEME3IUNOB XUAPOXIIOPHA CE
eKCKpETHpa B KbpMaTa MpH XOpa U He ca NMPOBEICHH [IPOYYBaHHS NIPH KbpMaukH. CAeA0BATETHO, JKEHHUTE,
KOHTO NPHEMAT JOHETIC3WN He TpaOBa Aa KbpMAT.

4.7 EdexTn BLpxy cnocoénocTra 3a modupane H pabora ¢ MAmMARA

JTonenesun NOBJINHABA B MaJlKa 10 YMEPEHa cTeneH cnocoOHOCTTa 3a modHpaHe U paboTa ¢ MaLIMHH.
JNleMeHUMATA Ha AniXaliMep MOXe Aa HapYLIR cnocoOHOCTTA 32 mogupaHe WM 3a pabora ¢ MatiMHU. OcBeH
TOBa, AOHEME3H MOXKE A NIPEAU3BUKA YMOPa, CBETOBBPTEXK U MYCKYJIHH KpaMITH FIPEAH BCUUKO B HAYAJIOTO
Ha JIeYeHHETO WY NPH NOBHIIABaHe Ha Ao3aTa. CriocoBGHOCTTa Ha MauueHTHTe ¢ AnuxaiiMep 4a Wwogdupar uinH
Aa paboTaT ¢ MaliMHH TpAORa Aa Oba¢ OLICHABAH PYTHHHO OT JIEKYBalllUA JIEKAPp.

4.8 Hexe/1aHH JIeKAPCTBEHH PeaknHB

Haii-uecTuTe HeXXeNnaHH NeKapCTBEHH peaKkLiMU ca AHapusd, MYCKYJIHKM KpaMIlH, yMOpa, raA¢He, rnoBpbllaHe H
H6ezcnhue.

O6o0menne HA HeXKeIAHHTE PeAKIHH

HexenaHuTe JEKAPCTBEHH peakLMH, ChO0LIABAHH HE CAMO KaTO W3OJIHPABM CiAYy4aH, ca u3bpoeHu no-noiy no
CHCTEMO-OpraHHa KiacHQUKaLHg M 10 YeCTOoTA.

YectoTaTa ce onpeaens KakTo cieasa: MHoro 4yect (=>1/10), wectu (>1/100 go <1/10), vewectn (=1/1 000 mo
<1/100), penxu (=1/10 000 no <1/]1 000), mroro peaxu (<1/10 000); c Hen3zrecTHa YecTOTa (OT HAJIWYHHTE JAHHH
He MOXe Ja Obe HanpaBeHa OLCHKA).

Cucremo-opranen |Muoro Yectn HeuecT Peaxn Meuoro peaku

Knac 9eCTH (=1/100 po <1/10) |C1/1000 g0 <1/100)  |(>1/10 000 no <1/1000) ((<1/10 000)
(=1/10)

Hudexumu u Hactunka

nHpecTanuu

HapymHns Ha AHOpEKCHA

meTabonuiMa U

XPaHEHETO

[Tcuxpuynm XamouuHanuu**

HApYIIeHHUA Br30yna**




ATpEeCHBHO
noseaeHue**
Heobuuaiinm
CHHHLIA H
KommMapu**
Hapyuienus Ha Cnnxon* [punagbeuu* ExcrpandpaMHIHH 310KaueCcTBEH
HEPBHATA CHCTEMA 3amMasHoCT CHUMITTOMM HEBPOJIMITTHYEH
bescbHuUe CHHAPOM
CbpleYHH HAPYIIIEHUA bpanukapans CuHoaprpuanet 6J10k
ATpHBEHTPHKYapeH
OnoK
CromMamHO-upeBHH | [uapus [Tospbiane CroManHo-ypeseH
HapYILIEeHUA Ianene AOAOMHEHANHH KPBLBOHTHB
CMYIilleHHA CromalnsHa u
OyOJCHaNHA 9384
XHnepcanHBaums
XenaTo-OunHapHu Yepuoapobuu
HapyuleHHs YBpEXaaHud,
BKMIOUHTENHO XEIAaTHT
Lk 2
Hapywenus Ha Obpus
KOXaTa M MOAKOXKHATA Cupbex
TbKaH
Hapyumexnus Ha MYyCKYJIHH KpaMIIH PabpoMuonmusa
MYCKYJIHO-CKEJIETHaTa TEEe
CHCTEMA U
ChEAMHHTENHATA
TBKaH U KOCTHTE
Hapyinenus Ha NHKOHTHHEHLUMA Ha
OLOpeuHTe H YPUHATA
NMUMKOYHHTE IThTHINA
OOwwm HapymieHns v |Inasoborme [Ymopa
e(eKTH Ha MACTOTO Ha bonka
NPUIIOKEHHETO
Hacneasanua MuUHHMATHO
MMOBUIOEHHE HA
CEPYMHHTE
KOHLEHTPaUKH HA
MYCKYJIHATa
KpeaTHHKHHA3a
HapanapaHus v 3nononyka
OTpaBAHMUA

* [Ipu m3cieaBaHe Ha NALMEHTH CbC CHHKON WM NIpUnaabLuy TpAbBa Aa ce uMa NpeABKHI Bb3MOXKHOCTTA 32
chbpAeveH ONIOK WIN OBJIMHM CHHYCOBHM MNay3H (Bx. Touka 4.4).

** YecTOTAaTa Ha CIIYYAHTE ¢ XAMOLHHALIHH, HeoOnualiHK CHLHMILA, KOHIMAPH, aXKUTALHA W arpecHBHO
NoBe/ieHHE HAMAIARA C HAMANABAHE HA 103aTa WK MPH NPEKbCBaHE Ha JIEYEHHETO.

*** B ciyuaii Ha HeOOACHHUMO YepHOAPOOHO HapylieHHE TPsOBa Aa ce OOMHCIIH NMPEKHCBAHE HA IEYEHHETO C
Amsanuep OAT.

***% CpobLiasa ce, ue pabnoMuosnu3a ce pa3BuBa HE3aBHCHMO OT 3N10KAUECTBEHUS HEBPOJIENITUYEH CHHAPOM
M B TACHA BPb3Ka CJIE] 3aNO4YBaHe Ha JICUCHHETO ¢ JOHENE3W1 WIH ¢ NMOBHILIaBaHE Ha J03aTa.

ConobiiapaHe Ha NOAO3MPAHH HEXEJIAHU PEakKIIuH
CrnobuiaBaHeTo Ha NOJO3HPpaHH HEXEaHH peaKlHy ClIe] pa3pellaBaHe 3a ynorpeba Ha jie

NPOAOYKT € BaXKHO. ToBa NO3BONABA A4 NMPOAL/DKH HabMOAEHHETO Ha CHOTHOLLIEHHETO
neKapcTBeHHUs NMPoAYKT. OT MEMUMHCKHTE CTICLIMANTMCTH C€ H3MCKBA J1a CHOOIIaBaT

HEXXeIaHa peaKLysl AMPEKTHO Ype3:




HManbnuuTenHa areHuus no nexkapcereara (MAJI):
ya. ,,JlamMan I'pyes™ Ne 8

rp. Cogusa 1303,

Ten. +359 2 8903417

en. noma: bda@bda.bg

yebcaitT: www.bda.bg

4.9 IIpenozupane

OnpeaeneHara CpeiHa JICTalHa 1032 Ha JIOHENE3WIOB XUAPOXJIOPH] Cie/ MPHIOKEHHE Ha €AHOKPaTHA OpaHa
1034 MPH MHLUKH H rUTbXoBe € 45 u 32 mg/kg, pecnekTuBHO, Uy npubausuTenHo 225 u 160 metH no-BUcoka
OT MaKCHMAaNHaTa NpenoprYHTENHA 103a NpH xopa or 10 mg aHesro. JI030-3aBHCHMY NPUIHALM HA
XOJIHHEPru4Ha CTUMYJalius ca HabmoaaBaHu NpH )XKUBOTHH M BKJIIOYBAT HAMANIEHH CMIOHTaHHH ABHXKEHHS,
HEBB3MOXKHOCT 3a U3NpaBAHe, OMIONABALIA Ce NOX0KE, TaKpUMaLHA, KIIOHWYHH OPHIIaAbUH, TOTHCKAHE Ha
NHILIAHETO, CANMBALINA, MHO3a, PacliMKyallii U NMOHKABAHE HA MOBBPXHOCTHATA TEJICCHA TEMIIEpATYpA.
[Ipeno3npaHeTO ¢ XOMHHECTEPA3HH HHXUOUTOPH MOXKeE J1a OBeE 0 XOMHUHEPrHYHA KpH3a, IIPOABABALLA CE
ChC CHJIHO rajieHe, NOBpPBIlaHe, MOBHUIEHA CAMBALIMA, H3NOTABAHE, Opaaukapaus, XUNOTOHMSA, MOTHCKaHE Ha
IHILIAHETO, KOMAMNC U KOHBYJCHH. BE3MOXHO € Aa BE3HHKHE M3pa3zeHa MyCKYJHa cnabocT, KoaTo MOoxke aa
NOBEAE N0 CMBPT MpPH 3acAraHe Ha AMXATe/lHaTa MycKyaatypa. Kakro npu BcekH clny4daii Ha npexo3upaHe ce
MpOBEXJAAT 001U NOAABPKALIM MeponpHaTHA. KaTo aHTHAOT npH npeaosrpane Ha AnsaHuep OJIT Morar na
OBLOAT M3MOJN3BAaHH TEPLUHEPHU aHTUXOJMHHEPTHLM KAaTO aTponuH. [IpenophuBa ce TUTpHpaHe Ha aTPONUH
cy/HpaT HHTPABCHO3HO A0 MOCTHraHe Ha HeoOXxoauMuA edext: HavyanHa a03a o 1,0 7o 2,0 mg i.v. ¢
NocJAeABallO JO3UPAHE CIIOPe KIHHUYHOTO NOBAHABaHE. [I1pH eJHOBpEMEHHO NPHUIIOKEHHUE Ha
XOJTHHOMHMMETHIIH C KBATEPHEPHH aHTHXOJIMHEPrUUM KaTO MNMKONHPOJAT € HabMo4aBaHO aTHITHYHO
MOBJHABaHE Ha KPLBHOTO M ChpieuHaTa YecTOoTa. He € u3BecTHO AaiM AOHENE3WIOB XHAPOXJIOPHA W/ WK
HETOBHUTE MeTabOJIMTH MOIaT Jia Ce OTCTPaHABAT Ype3 AHaNM3a (XeMOAHANU3a, TIEPUTOHEANHA JHANU3a WK

xeModwiTpaLma).

5. G®APMAKOJIOTHYHH CBOMCTBA
3.1 DapMaKoAHHAMHYHE CBOHCTBA

dapmakoTepaneBTHYHA FPyna: NeKapcTBa 3a JEMEHLHSA, AHTHXOJIHHECTEPA3HU
ATC kon: NO6DAO2.

MexaHHU3IEM Ha JIeHCTBHE
JloHerne3nnoBOB XKHAPOXIOPHA € crieLduyded U 0dpaTiM HHXHOMTOP Ha aLIETWIXOJIMHECTEpa3ara,

npeobiafaBalnaTa XoJIMHecTepa3a B MO3b4YHATa ThkaH. JoHene3unos xuapoxnopus in vitro ¢ 1000 netH no-
MOILLEH HHXHOHTOP Ha TO3M €H3KM, OTKOJIKOTO Ha OyTHPUIXONHHECTEPa3aTa, €H3UM, KOHTO € pa3snpocTpaHeH
npeAy BCHYKO H3BBH LICHTpANTHATA HEPBHA CHCTEMA.

EMEHIIHA Ha AnuxaiMep
[Ipy nauMeHTH ¢ AeMeHLMs Ha AJLIXaHMEp, BIJTIOUEHH B KIIMHHYHH NPOYUYBAHHA, NPHI0XKEHHETO HA

NOHETIC3WIOB XHAPOXJIOPHA BEIHBLK AHEBHO B A03a 5 mg unu 10 mg BoaAK no paBHOBECHO HHXWOHUpaHe,
pecrieKTHBHO Ha 63,6% u 77,3% OT aueTUNXONHHECTEPA3HATA AKTUBHOCT (M3MEPEHA B €PHTPOLIMTHHTE
MeMOpaHH) NpH H3MepBaHe cien nosupane. Huxubupanero Ha auerwxonuuecrepasara (AXE) B
EPUTPOLIMTUTE OT AOHEME3UNTOB XHUAPOXJIOPH KOPEIHpa BLB BHCOKA CTENEH ¢ NMpoMeHUTe B ADAS-cog,
YyBCTBHTEJIHA CKANa, ¢ KOATO C€ MPOYUBAT ONpeAesieHH aCIIEKTH OT KOrHUTUBHHTE (yHk1HK. He e npoydeH
NOTEHLHATBT HA JOHETIC3WIOB XUAPOXJIOPHI A MPOMEHs MPOTHYAHETO Ha NOANEKALLA HEBPONATONIONHA,
3aTOBA HE MOJKE J1a C€ CYHTA, Y€ HMAa HAKAKBLB €(PEeKT BbpXY Pa3sBUTHETO Ha 3abo/IgBaHeTo.

EdukacHOCTTa Ha JICYEHHETO ¢ AOHENE3UIOB XUAPOXJIOPH] € U3CAEABAHA B YETHPH T
KJIMHUYMHH NPOYYBAHHA, 2 OT KOMTO ca OWIH € NPOB/DKHTENHOCT 6 Mecelia U 1Be —
rOAHHA.




B 6-MeceuHo KIHHHYHO NPOYYBAHE € HANpPaBeH aHAIW3 B Kpas Ha TepanusaTa ¢ JOHENe3n, KaTo ¢a
H3MOJI3BaHH TPH KpHTepHs 3a edukacHocT: ADAS-Cog (Msapka 3a KOTHUTHBHO npeacrasade), Clinical
Interview Based Impression of Change with Caregiver Input — CIBIC (Bneuatnenue 3a npoMsHa Ha

KIMHULIMCTE, OCHOB&HO Ha MHTEPBIO Y ¢ HHopMaLmsa oT HonHorega4a — Mapka 3a 061010 GyHKLUMOHHPaHE)
1 [Nonckana Ha exeaHeBHHTE AcHHOCTH Ha KiiMHWYHaTa OLieHbYHA ckana 3a JeMeHIud (MApKa 3a

BBL3MOXXHOCTHTE B ODIIIECTBOTO, IOMAa H X00HTaTa M rpykara 3a cede cH).

ITatMeHTH, KOWTO OTTOBAPAT Ha MOCOYEHHUTE NO-A0MY KPHTEPUH, CE OTIPEAC/IAT KAaTO NOBIMABALIH CE OT
JIEHECHHETO.

[Tosnuspae = [logobpasane Ha ADAS-Cog ¢ MUHHMYM 4 TOYKH
JIunca Ha pinowmasaue B CIBIC +
JIunca Ha pnowasaHe no floackana Ha eXeJHEeBHUTE JeHHOCTH Ha KIMHHYHATA OLleHbUHA

CKaJa 3a JeMCHLInA

% IloBnuaBaHe
Q6w 6poH maumenTH, 3ano4Hanu | IlaumenTd, koutro noanexar Ha
npoyuBaHeTo (n=363) oueHka (n=352)
[Inaiebo 10% 10%
['pyna, mpuemaina goHemne3wnos | 18%* 18%*
XHAPOXJIOpHA 5 mg
'pyna, npueMaia aoHeneswnos | 21%* 22%**
xugpoxjopua 10 mg
* p<0,05
** p<0,01

HOHEHESH.TI MpeAH3BHKBa 1032-3aBHCHMO CTATHCTHYECCKH 3HAYHMO MNOBHINABAHEC HA INPOUCHTA Ha NAUHCHTHUTE,
KOHTO C€ ONPpEICHAT KATO NMOBJIMABALLH CC€ OT JICHEHHCTO.

5.2 OapMaAaKOKHHETHYHH CBOHCTBA

AbcopOuus
MakCHMATHHTE TU1a3MEHH KOHLEHTPAaLHHK ce A0CTHraT npubausurento 3-4 vaca ciel nepopaiHo

npuioxkeHue. [LnaaMeHUTEe KOHLIEHTPALMY H IUTOLITA MTOA KPUBAaTa HApacTBaT NPONOPLHOHAIHO HAa 103aTa.
TepMHHATHUAT NONYKHBOT € NpHONU3KTenHo 70 yaca, ciegoBaTeIHO MHOTOKPATHOTO NPHIIOXKEHHE Ha
eIHOKPATHH AHEBHH JO3M BOOHM /IO IOCTENEHHO JOCTHIAHE HA PABHOBECHH KOHLUEHTpauuK. [1pubnusurento
CBLCTOSSHHE HA PABHOBECHA KOHLIEHTPALIMA Ce AOCTHIa B PAMKHTE Ha 3 CeAMULIM CJiel 3all0UBaHE Ha TEPATHATA.
Cnej AOCTHraHe Ha paBHOBECHO ChCTOSHHE, IUIa3MEHHUTE KOHUEHTPALMH Ha JOHEIE3IWIOB XHIPOXJIOPHA H
CBBbp3aHaTa ¢ TAX (papMakoAHHAMHMYHE aKTHBHOCT MTOKa3BaT cnada BapHabWIHOCT B TeYeHHE Ha JEHs.

PaznpeneneHne
HoHene3wIoB XHAPOXJIOPHI, C€ CBBP3Ba NPHONHU3HTENHO B 95% ¢ 4oBelIKHUTE NIa3MEHH NTPOTEHHH.

CBBP3BaHETO C IIA3MEHHUTE NPOTEUHHN HAa aKTUBHUSA METADONMHT 6-0O-ae3METHN OHETE3H HE € H3BECTHO.
PasnpeneneHneTo Ha JOHENE3WIOB XHIPOXJIOPU B PA3fIMYHUTE TENECHH ThKAHH HE € HaITIHO npoyueHo. Bee
flaK B MPOYYBaHMA NPH 3IpaBH NOOPOBONLIM MBXKE € YCTAHOBEHO, ue 240 u, cnea NpunoxeHHeTo Ha 5 mg
AOHETIC3IWIOB XHAPOXJIOpHI, MapkupaH ¢ *C, npubnusurento 28% ot Mapkepa He € 61 yctaHoBeH. ToBa
Npeanonara, 4e JOHENE3WIOB XUAPOXJIOpHIL W/IWIH HEroBUTe MeTaboMHTA MOraT ia MEpCUCTHPAT B TAJIOTO 34

noseye oT 10 aHH.

Metabonuzbm / EnuMHHUpaHe
JloHene3nnoB XHAPOXJIOPUHN Ce eTHMMUHHPA KAKTO Ype3 OTACIHTENHATA CHCTEMA B HETIPOMEHEH BUJ, TaKa H

ype3 MeTabonH3HpaHe oT cucTeMaTa Ha uMToxpoM P-450 1o mHorobpoitHu metabon m OHUTO
ca uaeHTHOHLMpaHu. Cnea NpHIoKEeHHE Ha €JHOKPATHA 1034 AOHENE3WN0B XHAPO / A .4“ AN H v
14C, nna3MeHaTa pailHOAKTHBHOCT, H3Pa3eHa KATO MPOLIEHT OT NPHIOKEHATA Ao3a, £ \# - - -r.b~

BCHYKO KATO HENPOMEHEH AOHeNe3uNoB xuapoxnopua (30%), 6-O-aesmerun 1101-1 ' “1 AR
MeTaboJHT, KOWTO NpOABABA AKTMBHOCT, NpoA0OHAa Ha TA3H HA AOHETIC3WIOB XHAP 1 ROy




N-oxcug (9%), 5-O-ae3merrn goHenesmn (7% ) v IIIOKOPYHHPaHKUA KOHIOTAT Ha 5-0-ae3MeThi ZOHEeNE3 W
(3%). Ipubnusurenno 57% OT LANOTO KOTHYECTBO pafHOAKTHBEH MapKep € yCTaHoBeHO B YpuHaTa (17%
KaTo HempoMeHeH aoHene3un) v 14.5% - BB deneca, KoeTo napa OCHOBaHHE Ja Ce CYMUTA, ue
OHoTpaHChopMaLMATA H eKCKPELMATA B YPUHATA ca TbPBHYHM ITHTHIIA 38 eJTHMHUHHMpaHe. Hama naHHH, KOHTO
1a FOBOPAT 3a EHTEPOXeNaTaiHa PEUHPKYNALMA Ha NOHENe3WIOB XUAPOXIOPUI H/WIH HAKOHN OT HETOBHTE
MeTabonuTH.

[LnazmMeHHTe KOHLIEHTPAIHH Ha AOHETC3H/I HAMAIABAT C IUIa3MEH MOy KKBOT OT NMpHOau3uTenHo 70 vaca.

CrenyaaHi NOmyJaliMH

Ilon u paca
[Ton®sT, pacaTa W TIOTIOHOMYLIEHETO HAMAT KIIMHUYHO 3HAYHM €(eKT BbpXY I1a3MEHHTE KOHLICHTPAaLUH Ha

JAOHENC3IWIOB XHAPOXNTOPUA.

ITayuenmu 6 cmapyecka ev3pacm

dapMaKkOKHHETHKATA Ha JOHENE3WT HE € NpoyuBaHa PUPMATIHO MPH 3APAaBH JOOPOBOJILH B CTAPYECKA BB3PACT
WIH NIpY NalMeHTH ¢ AnxaiiMep. Bee nak cpeHuTe r1a3MeHd KOHLEHTPALIMH ITPH MAUMEHTH CBC CXOOHH BB
BHCOKA CTeNeH C Te3H NPH 3ApaBd MIaau A0OPOBOIILIM.

Yeprnoopobna neoocmamuvynocm

[Ipu nauKeHTH C leKka 0 CPeTHO TexkKa 4epHoApoOHA HEAOCTaTLUHOCT ce HaD/MI0/1aBa NOBHILICHHE Ha
pAaBHOBECHUTE KOHLIEHTpAlMK Ha AoHene3wl, nosuuleHue Ha cpearata AUC ¢ 48% u noBuuieHue Ha
cpeaHaTa Cmax € 39% (BX. TOUKa 4.2).

5.3 [IpeaxIuAAYHH AAHHH 32 Oe30macHOCT

OOLIMPHH NPOYHYBAHKA NPH CKCHEPHMEHTANHH )XHBOTHH Ca YCTAaHOBHIIH, Y€ TOBA CLEAUHECHHE MPEIAUIBHKBA
MAJIKO e()EKTH H3BLH XKENaHUTE PapMaKkoNOrHUYHH, KOHTO CHOTBETCTBAT HAa HErOBOTO ACHCTBHE KATO
XOJIMHEPrHYeH cTUMynarop (Bx. paszaen 4.9 [Ipeaosnpane). JloHene3nn He € UMan MyTareHEH €(EKT B
NpOBEACHUTE TECTOBE 32 MyTALMH ¢ OaKkTepUaNHH KIETKH H KieTKH oT 6o3aiiniuy. In vitro ca Habmopasanu
HAKOH KJIAaCTON¢HHHM e(PEKTH NPKH KOHLCHTPALIMH, KOHTO ca OWIH BUAUMO TOKCHYHH 33 KIETKHTE U Ca
HaoxBbpsIHM 3000 MeTH paBHOBECHUTE IL1a3MEHH KOHUEeHTpauuH. [Ipu in vivo uanon3saHe Ha
MHUKPOHYKJI€apeH MOJEN NPH MHUIIKH He ca HabMoAaBaHH KJ1aCTONCHHH WIH APYTH N'eHOTOKCHYHH eeKTH.
HaMa zaHHK 3a OHKOFeHEH TI0TeHLMaN TIPH ABJITMOCPOYHH NPOYyYBaHHs BLPXY KAHLEPOr¢HHOCTTA KaKTO NPH
I1LXOBE, TAKa U NPH MUMIKH,

HoHeneswioB XHAPOXJIOPHA He € uMan edeKT BEpXY PepTHIHTETa Ha ILTBXOBE M HE € 61 TepaToreHeH npu
IUTHXOBE HWIH 3alLH, HO € HMal cnab edexT BbpXY MBPTBOpAXKIAHHATA H PAHHATA NPEKHBAEMOCT Ha
HOBOPOIEHUTE NpH OpeMEHHH TUTbXO0BE B 103a 50 IMbTH, HAAXBBLPIALLA 103aTa, pUIaraHa rmpH xopa (Bx.
TOouKa 4.6).

6. PAPMAILEBTHYHHA JAHHHA

6.1 CnacbK HA IOMOIIIHATE BERIECTBA

Manurton (E421)

Copburon (EA20)

KpocnoenaoH

Hatpuep metabucyngur (E223)
CunuiumeB HOKCKI, KOJIOHAEeH Oe3BO/ICH
CunuieB NHOKCH, KOJIOHAEH BOJACH
Acnapram (E951)

Harpues creapun ¢pymapat

MarhesueB cTeapar

MukpoOKpHUCTATHa LIETYJIO3a




6.2 HechrBMECTHMOCTH

Henpuwioxumo

6.3 Cpok Ha rogHOCT

3 roAHHH

6.4 CrnenHa/JHY YCJAOBHS HA ChXPRaHEHHE
Jla ce cbxpaHsaBa Ha MSCTO, HEAOCTBITHO 3a fena.
Ila ce cpbxpaHsaBa B OpHIHHAIHATA ONAKOBKA.

Ja ce cpxpansea nog 25°C.

6.5 BHA H CHLABPKANHE HA ONAKOBKATA

Anymunnesu PVC/OPA/AL/PVC Gauctepy, NOKPUTH C ATYMHHHEBO (POJIHO.

Enun OnmcTep cpanpxa 7 6pos Tabnerku.
Pasmep Ha onakoskata: 28 Gpos tabnerku (1 onakosxa/ 4 Snucrepa).

6.6 Cnenuajny npeaAna’ds MepPKHE OPE HIXBLpAsHEe B pabora
Hsma cneuyanHi H3HCKBAHHUA 38 H3XBbPJISHE.

Heu3non3BaHUAT NEKAPCTBEH MPOAYKT WIH OTNASbYHHTE MATEpPHANIM OT Hero TpAOBa [a ce M3XBBLPIAT B
ChOTBETCTBHE C MECTHATE H3KCKBaHMA.

7. IIPUTEXKATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

HOBEJ ©PAPMA EOOJ
yia. ,,OKOTOBPBLCTEH BT Ne 36
rp. Codpus 1415, bearapus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Peructpauuonen Ne: 20220020

9. JATA HA IIBPBO PA3PEINABAHE/MTIONHOBSABAHE HA PA3SPEHNIEHHETO 3A
YIIOTPEBA

JlaTta Ha mepEO pa3peliabane: 18.01.2022 .

10. JHATA HA AKTYAJIMINPAHE HA TEKCTA

10.2024 r.

10



