KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT 0aKN MUK HE NooaYrme . T

w Ol LoOLD
Anzanuep OT 5 mg TabneTku, AUCNeprupaiuy ce B ycrara 8. Rl rete s amaserssensssecnsisisssisisusaiisaasns
Alzancer ODT 5 mg orodispersible tablets | Paspe 1§ -12- ZEIEL
2 KAYECTBEH U KOJIMYECTBEH CbCTAB
Beska Tabnerka cbabpxka S mg goHeneswnoB xuapoxiaopua (donepezil hydrocloride).

[IOMOIIIHH BellecTBa C U3BECTHO JIEMCTBUE
acnapram (1,5 mg), copburon (10 mg), Harpuer metadbucyndur (0,5 mg), manuron (45 mg)

3a MbJIHUA CITUCHK HA TMTOMOIIHUTE BellleCTBa BUXKTe TouKa 6.1,

3. JIEKAPCTBEHA ®OPMA

TabneTka, Aucneprupaila ce B ycrara.
benu, xpbrau Tabnetku ¢ Haanuc ,,ALZ” oT eaHaTa cTpaHa M ,,5% OT ApyraTa CTpaHa, ¢ AMaMeTbp 8 mm.

4. KIAHHUYHHU JAHHH

4.1 TepaneBTHYHH NMOKA3aHHA

Ansaduep OAT Tabnerku ca mokasaHu 3a CUMIITOMATHYHO JIEYEHHE HA JIEKH [0 CPEAHOTEXKKH (HOpMHM Ha
AeMeHLMsA Ha Anuxaiimep.

4.2 J03UpoBKa H HAYMH HA MPHJIOKEHHE

Jo3upoBka

Bw3pacmuwnayuenmu 6 cmapyecka 8v3pacm

JIeyeHueTo ce 3anoysa ¢ J103a OT 5 mg/JAeH (eAHOKpPATHO JHEBHO JAo3upaHe). JlozaTa ot 5 mg/neH Tpsadsa na ce
npuiiara Hai-mMajako | Mecel npeam aa MOXKe J1a ce HarlpaBM Hali-paHHa OLleHKa 3a MOBJIMABAHETO OT
JIEYEHUETO M 3a J1a C€ JIOCTUTHAT PaBHOBECHHU KOHLIEHTPALIMUM HA JOHENe3nnoB xuapoxyiopua. Cnen kato ce
HalpaBy KJIMHUYHA OL€HA Ha eJHOMECEYHOTO JIeYeHHe ¢ J103a 5 mg/aeH, ao3ara Ha Anzanuep OJIT moxe na
ce noBuLIM A0 10 mg/aeH (eAHOKpATHO AHEBHO J03MpaHe). MakcuMasHaTa npenopbunTenHa ao3a e 10
mg/aeH. [Ipunoxenuero Ha 1034 HaZ 10 mg/neH He e u3caeaBaHO B KIIMHUYHH NPOYYBaHHUA.

JleyeHunero TpsaOBa aa ObAe 3aMOYHATO M NMPOBEXIAAHO OT JIEKap ¢ OMUT B AUArHOCTHKATA M JIEYEHUETO HA
NeMeHlUus Ha Anuxaiimep. /lnardo3ara Tpsadsa /1a Ob/e nocTaBeHa CbhrjlaCHO 001ONPHETHTE NPUHLIMIHK (Hanp.
DMS 1V, ICD 10). TepanusTa ¢ foHene3ua TpsadBa Aa 3ano4yHe caMmo B Cily4aii, 4e € ocurypeH 6onHoryieaay,
KOWTO pelOBHO Ja CIeu NpHeMa Ha JieKapcTBOTO. [ToaabpkallloTo 1eueHre MoXe Jia MPOIbJ/KH J0TOraBa.,
JI0KAaTO UMa TeparneBTHYHA I10J13a 3a 0OJTHHUA.

ETo 3ao0, He00X0AMMO € J1a ce NpaBH NepUOANYHA NPEOleHKA Ha KIMHHYHKA e(EeKT OT JIEYEHHETO C
noHene3unn. TpadBa Ja ce oOMUCIH NTpeKbCBaHe HA TepanusAaTa, KOraTo Beue He ca HaJlulle JaHHM 3a
TepaneBTHYEH epekT. UHAMBUAYAIHOTO MOBIMABAHE OT JICUEHUETO C JIOHENEe3H)1 He MOXe Jla Obe
[MPOTrHO3UPAHO.

[Ipn npekbcBaHe Ha JIEYEHUETO C€ HAaOJ/II0AaBa MOCTENEHHO U34e3BaHe Ha 01aronpuATHUTE e()ekPr -HE
Anzanuep OAT.

ITeouampuyna nonyrayus
Anszanuep O/IT He ce npenopbyBa 3a NNpUaraHe rnpH Jela 1 IOHOILIM Ha Bb3pacT Mojl




ITayuenmu ¢ 6v6pevwno u yeprnodpobro yspexcoane
[TorobHa cxema Ha ao3upaHe Moxke Aa Obae NpUNoXKeHa NPH NaLUeHTH ¢ 60peuHo yBpeXKaaHe, 3alll0TO TOBa
CHCTOAHHE HE MOBJIHARA KIHPBHCA HA JOHENE3UNOB XHAPOXITOPH/L.

[Topanu Bb3MOXHOCTTA 3a HApACTBaHe Ha KOHUEeHTpauuuTe Ha Ansanuep OJT npu neko [o cpeqHo TekKKO
4yepHOAPOOHO yBpexaaHe (BX. ToUKa 5.2) MOBHIUABAHETO Ha Ao3ara TpabBa Ja cTaBa B 3aBHCHMOCT OT
HHWBHAYAHATA NOHOCHMOCT. HAMa JaHHH 3a npHnoxeHHeTo Ha Amsaduep OJIT npn nauMeHTH ¢ TEXKO
gepHOAPOOHO yBpeXaaHe.

Ha4yuH Ha OpUIoXKEHHe
Amauuep OT tpabea na ce mpreMa nepopanHo Beuep npeau narane, Tabnerkara TpabBa Ja ce cNoxH HA

€3HKa H Ja CC JaJ< Bb3IMOXHOCT A4d €€ pa3najgHe Npean Aa CC IIOrb/IHE CBC MITH 6e3 BoAa, cnopen
NpCANnoOYHTAaHHCTO Ha IIAllMCHTA.

4.3 IIpornBOnOKA3IaAHNS

AnszaHuep OT e npoTHBOMoOKa3aH NPH NALHEHTH CbC CBPBXUYYBCTBHTEIHOCT KbM aKTUBHOTO BEIECTBO,
NMUTICPHAHHOBH NPOU3BOAHH HNH KBM HAKOE OT MOMOLIHKTE BELECTBA, H30poeHy B TouKa 6.1.

4.4 CrneunanHi NpeaynpexieHNd H NpeAna3ZHH MEPKH npH ynorpeba

He e u3cneapaHo npunoxenuero Ha Anszaduep OAT npu nauMeHTH ¢ TeXKa AeMEeHIHA Ha Annxaiimep, Ipyry
BHIOBE J€MEHIHSA HIH JPYTH BHIOBE NaMETOBH pasCTpoicTBa (Hanp. Bh3pacTOBO HApYLIABaHe Ha
KOTHUTHBHUTE QYHKLIHN).

Anecmesus
Kato xonuHecTepaseH MHXHOUTOP ¢ BepoaTHO Am3anuep OJT aa noreHuupa edexra Ha
CYKUHHHJIXOJHHOBHTE MHOPEIAKCAHTH NO BPEME HA aHECTE3HA.

Copoeuno-cvoosu 3ab60onA6anua

[Topanu GapMaKkoJIOrHYHOTO CH AefiCTBHE XONHHECTEpasHUTE HHXUOUTOPH MOraT a MMAT BATOTOHHYEH e(deKT
BBPXY ChpAeuHara yecToTa (Hanp. bpannkapaus). BepoaTHoCTTa 32 Bb3HHKBaHE Ha TaKbB €EKT MOXeE a €
0c00EHO BadkHA MPHU NALKUEHTH CbC ,,CHHAPOM Ha OONHHA CHHYCOB Bb3€1" WIK APYTH CYNPaBeHTPHKYIAPHH
Hapylll€H{A B IPOBOJHATA CHCTEMa Ha CHPLETO KATO CHHOATPHANICH KM aTPUOBEHTPUKYnapeH 61ok.
JloxnaaBaHM ca cllyd4au Ha CUHKON KM npunamslM. [TpH u3cneasaHe Ha TakKBa nMauueHTH Tp2OBA 12 ce
OTUHTA BBb3MOXHOCTTA OT BE3HMKBAHE Ha chpeueH OJIOK ¥ XBJIrH CHHYCOBH May3H.

Cmomawro-4ypesru 3a601R8aHUA
[TaLHeHTH ¢ NOBHILIEH PUCK OT Pa3sBHTHE HA A3BM, Hanp. TaKNBa ¢ aHAMHe3a 3a 13BeHa OONecT UM TAKHBA,

KOHTO MTpHEMAT HeCTepOHAHM NMpoTHBROBB3INANHTEHHU cpeacTBa (HCTIBC) ennoBpeMenHo ¢ Anzanuep OJT,
TpaOBa a ce MOHHTOPHpAT BHUMAaTENHO. KNHHHYHUTE NpoyYBaHHA ¢ AOHENE3NIOB XHAPOXIOPH, o0aye He
MOKa3BaT MNOBULIABAHE HA YECTOTATAa HUTO HA MTENTHYHATA A3BeHa 60/IeCT, HUTO Ha KbPBEHE OT CTOMALIHO-
YpeBHHUA TPAKT B CpaBHEeHHe ¢ nmuanedo.

Vpocenumannu 3abonssanus
BBrpeku de He ¢ HabmoAaBaHO NpH KIMHUYHH NPOYYBAHHA ¢ AOHENE3HIOBR XHAPOXNOPHI,
XONMHOMHMETHLIUTE MOIaT Aa IpeAu3BHKAT OOCTPYKTHBHH CUMIITOMH OT CTPaHa Ha NHKOYHHA MeXYp.

Hesponoecuunu 3abonssanus
CumuTa ce, ye XONHHOMHMETHLIMTE MOTAT Aa MPUYHHAT NeHepaln3npany npunagbuy. IopuiexroTo
NpeapasnonoxeHue KbM NpUnagIbUy 00aye MoxXke J1a ¢ cMMNToM Ha 60J1ecTTa HAa AnuxaliMep.

Bb3MOXKHO € XONHHOMMMETHLIMTE Aa DﬁOCTpHT ANIH Ja HHAYLUHUTAT CKCTpallHpaMHJIHN CHMIITOMH.

3noxauecmeaen nesponenmuien cunopom (3HC)
3HC e noreHnuanHo )XHBOTO3aCTPALLABALIO CHCTOAHKE, XapaKTePH3IHPALIO Ce ¢ XHIIEPTS
PUTHIHOCT, BEreTaTHBHA HECTAOUIIHOCT, MPOMEHEHO Ch3HAHME M NTOBHILEHH HHBA Ha C¢)




pocoknHasa. JlomreAHATENHHTE NPH3HALIM MOXeE Ja BKIOMBAT MHoroOuHypua (pabaoMuonn3a) M ocTpa
6bOpevHa HeROCTATHLYHOCT.

Mma crobmenns, ye 3HC ce cpema MHOTO pAaxo BBB BPb3Ka € JOHENE3UN, H NO-KOHKPETHO NPH TTALMEHTH,
KOHTO MMOJIy4YBAT €JHOBPEMEHHO aHTHIICHXOTULIN.

AKO ManueHT passue nokasarendy 3a 3HC npusHaly 1 CHMITTOMH WIH aKO HMa HeoOACHHMO BHCOKA
TeMrepaTtypa 6e3 JONbAHHTEIHH KIMHUYHM nposBu Ha 3HC, neyenuero TpabBa Aa 6bae cripgHo.

benoopobru 3abonssanus
[lopan# XOMHHOMHMETHYHOTO CH JEACTBHE XONHHECTEPAIHATE HHXHOUTOPH TPAOBA A Ce NPEANMUCBAT
BHHMATEJHO NPH NALHEHTH ¢ aHaMHE3a 3a acTMa B obcTpyKTHBHA Oenoapobua Gonecr.

[Tpunoxenuero Ha Ansanuep OJ[T eqHOBpeMEHHO ¢ ApYrH HHXHOHTOPH Ha alleTHIXOJIMHECTEepa3aTa,
aroHMCTH MK aHTArOHUCTH Ha XOJIHHEPruYHaTa cucreMa TpaOBa aa ce H36area.

Teoxcxo ueprodpobro yspescdane
Hama nannn 3a npunoxeHune Ha Ansanuep OJT npu nauneHTH ¢ TeXKO 4epHOAPOOHO YBpEXKAAHE.

CMbpmuocm 8 KiunuYHuUmMe UNUMEAaHUs 3a CbO080 OeMeHYUR

[IpoBeneny ca 3 KIMHHYHH NPOYYBaHHA C MPOABLDKUTENHOCT 6 Mecela, NpoyyBally HHAXBHAM, KOUTO
otroBapaT Ha NINDS-AIREN kpHTepuuTe 32 BbaMOKHA HNH BepoaTHA chaoBa AeMeHIna (CJ]). NINDS-
AIREN kpuTepHHTE Ca npeAHa3HAYCHH 33 ONpeAeNifHe Ha MalHeHTHTE, IPH KOUTO AeMEHLHMATA H3TJIeXKAa ce
ABJDKH CaMO Ha ChAOBH NPHYHHM H Jla C€ H3KMI0YaT NauMeHTd ¢ 6onectra Ha AnuxadiMep. B mepBoTO
NpOoy4YBaHe, NPOLEHTBLT Ha CMBLPTHOCT € 61t 2/198 (1,0%) Ha goHeneswnor xuapoxaopua 5 mg, 2/206 (2,4%)
Ha JoHene3unoB xuapoxnopug 10 mg u 7/199 (3,5%) Ha nnane6o. BB BTOpOTO NpoyyBaHe, MPOLEHTA Ha
CMBPTHOCT Oun 4/208 (1,9%) Ha qoHene3uno xuapoxsnopua 5 mg, 3/215 (1,4%) Ha noHene3nnoB
xuapoxnaopua 10 mg u 1/193 (0,5%) Ha nnauebo. B TpeToTo npoyuBaHe, NpOLEHTHT HA CMLPTHOCT € OHN
11/648 (1,7%) na goHene3nnor Xuapoxyuopny 5 mg u 0/326 (0%) Ha mnane6o. [TpoLEeHTHT HA CMBPTHOCT
TpuTe nMpoyusauus 3a CJ] obeanHeHH B rpynaTa Ha JoHene3WnoB XHApoxnopua (1,7%) e 61 uKcneHo no-
BHCOK OT TO3H B rpynara Ha nnaue6o (1,1%), Tazu pasznuka obaue He e CTATHCTHYECKH 3HAYUMA.
BosIMHHCTBOTO OT CMBLPTHHUTE CJ/Iy4ad NPH NALMEHTHTE, NpHEeMAallM JOHEeNe3H/ XHAPOXIopM WiH mrauebo
H3TNeXKAA € pe3yJITaT OT PasiIUuvHHK ChA0BO 00YCNOBEHU MPUYHHH, KOUTO OMXa MOTJIH Jla Cé OYaKBaT B Ta3sH
MOMyNalMA Ha NHIA B CTapuyecka Bh3pacT ¢ NMOIEKALL0 ChA0BO 3ab0oniBaHe. AHANM3 HA BCHYKH CEPHO3HH H
HedaTanHy H (paTanHH CHAOBH CHOUTHA HE € NOoKa3al pa3fiiKa B HECTOTATa Ha NOABA B IPyNaTa Ha
DOHEMNE3NNOB XUAPOXIOPHA B CpaBHEHHE ¢ Mianebo.

B 0606i11eHH npoyuyBanug 3a 6onecrra Ha AnuxaiiMep (n=4146), 1 npu obeaqUHARAHE Ha TE3H NPOYyYBAHMA 3a
bonectra Ha AnuxaiiMep ¢ Apyrd Npoy4YBaHKUA 32 JUMEHLIHA, BKIIOYHTENHO NPOYYBAHHA 33 ChAOBA AEMEHIIHS
(obmo n=6888), NPOLIEHTHT HA CMBPTHOCT B IPYNUTE HA IUIaNe60 YUCNEHO € HAABHILABAN TO3H B MPYINHTE Ha
JAOHETIE3UTIOB XHAPOXIIOPHA.

Ansanuep OAT chabpxa acnapram (E951), usrounnk Ha eHunanannH. Moxe na 6u1e BpeeH 3a Xopa ¢
(beHUNKeTOHYpHA.

Anzannep OJT coanpxa copburon (E420), natounux Ha ¢pykroza. Moxe na Obae Bpesie 3a xopa ¢
HacleACTBEHA HEITOHOCHMOCT KbM (PPYKTO3a.

Anzaduep OJT cbaspxa HaTpues MeTabucyndur (E 223), KoiATO B peaKH CTy4Yan MOXe 11a IPHYRHH TEXKH
peaKki{yi Ha CBPbLXYYBCTBUTEIHOCT U OpPOHXOCNA3DM.

Anmsanuep OAT ceabpxa manuton (E421) u moxke 1a uMa cnabo n3paseHo cnabuTesHO JelcTBHE.

4.5 BiaumopneficTBHe ¢ JPYTH JeKapCTBeHH NPOAYKTH H APYrH GopMH Ha B3aHMogel

JIOHENE3HUNOB XHAPOXTOPU H/UIIH HAKOH OT HErOBUTE MeTabONUTH He MHXHOUPAT MEXAH,
BapdapHH, UUMETHAMH HIH JUTFOKCHH NIPH Xopa. MeTabnonu3sMbT Ha JOHENE3HNTOB ¥ 7 i

OT €JHOBPEMECHHO MPHUIOXKEHHE Ha JUMOKCHH UK tMMeTHANH. [Ipn npoyuBaHHA HH{BK
H30eH3UMHTE 3A4 M no-manka crened 2D6 Ha uuToxpom P-450 yuactsat B meTaboy



[IpoyuBanus Ha 1eKapcTBeHH B3aHMOACHCTBHA, NPOBEACHH HH BUTPO, Ca NOKa3alH, Y€ KETOKOHA3AI

KBHHUOMH, HHXUOHTOpH pecnekTUuBHO Ha CYP3A4 n 2D6, nunxubupar MetabonnuszMa Ha JOHENE3ul.

Cnenosarenno te3u ¥ apyry CYP3 A4 uHXHOUTOPH KaTO HHTPAKOHA30/ H EPHTPOMHLIHH U HHXHOHTOPH Ha
CYP2D6 karo ¢uyokceTHH Morat Aa HHXHOHpaT MeTabonuiMa Ha JloHemne3H . B npoyusaHus nNpH 3apasu
NcOpPOBOINIH KETOKOHA3AJ MOBHIIABA CPECAHUTE KOHLEHTPALMH HA AOHeNe3u ¢ okono 30%. EHzuMuu
HHAYKTOPH KaTo puaMnuuuH, kapdaMa3enuH H alkoXoJl MOraT [ja HAaManAT KOHLEHTPALMHTE Ha JOHENE3H.
Tbit KaTO cTeneHTa Ha HHXHOHpaHe WM HHAYLUHPAHE € HEU3BECTHA, TE3H IEKAPCTBEHN KOMOHHALIMM TpaOBa
Ja ce W3I0N3BaT BHUMATENHO. JIOHEeNe3n 0B XHAPOXIOpH/ MOXe J1a B3auMoaeCTBA ¢ aHTHXONHHEPrHYHH
NeKapCTBEHH cpeacTBa. ChllEeCTBYBA MOTEHLHAN 34 CHHEPTHYHA AKTHBRHOCT MPU €AHOBPEMEHHO MPHIOKEHHE
C JIEKApCTBA KAaTO CYKIMHUWIXONUH, APYTH HEPBHO-MYCKYJHH OJIOKEpU KIH XOMHHEPrMyHH arOHHCTH MK
OeTa-OnokepH, KOUTO UMAT edeKT BEPXY ChpAEHHATA MPOBOAMMOCT.

4.6 DepTHINTET, GpEMEHHOCT H KLPMEHE

bpemenrnocm

Hsama nocTaTh4HO JaHHH 3a ynorpebaTa Ha AOHENE3W [TPH OpeMeHHH XKEHH.
ExcnepuMeHTAIHHTE NPOYuBaHHs MIPH )KUBOTHY He NOKA3Ba TepaToreHeH eexT, HO ca MOKa3alH NepH- U
NOCTHATAIHA TOKCHYHOCT {BXK. Touka 5.3 [lpeaiuiHnHNYHY DaHHK 3a He3onacHoCT).

[ToTeHUHANTHUAT PUCK NIPH XOpa € HEH3BECTEH.
Anzanuep O/IT He TpsOBa Aa ce U3N03Ba N0 BpeMe Ha OPEMEHHOCT, OCBEH B CITy4aii Ha KATErOpHYHA

HeOOXOIUMOCT.

Kvpmene

,HOHGHBi!HJ] CC CKCKpPCTHPa B KbpPMaTa Ha ILITBXOBC. He e H3BECTHO AaliM JOHEME3UIOB XHAPpOXJIOPpH CE
CKCKpETHUPa B KbpMaTa I[IpH XOpa 4 HE Ca NPOBEACHHN NPOY4YBaHHA ITPH KbpMayKH. CHEI{OB&TBHHD, HKCHHUTCE,

KOHTO MIpHeMaT ACHENE3INA HE Tpﬂﬁﬂa Ha KbpMAT.

4.7 EdexTn BHpXY cnnocobHocTTa 3a modupane H pabora ¢ MamuHHA

JloHenesun nNoRr/IMABa B MajiKa A0 YMEPEHA CTeNeH cnocoOHOCTTA 3a odHpaHe K paboTa ¢ MAILMHH.
JeMeHIMATa Ha ANLixaliMep MOXe Jla HapyLIH criocobHocTTa 32 wodupaHe HiIH 3a pabota ¢ Mawtunau. OcBeH
TOBA, AOHENE3WT MOXKE 12 MPSAHU3BHKA YMOP2, CBETOBBPTEX M MYCKYJIHH KPAMITH NMPeH BCHYKO B HAYANOTO
Ha JIEYCHHUETO KM NpH NOBHIIABaHe Ha no3ara. CnocodHOCTTa HAa NaUMEeHTHTe ¢ AnuxaliMep fa WodUpar Wi
fa padoTaT ¢ MaluMHU TpaOBa Aa Obje OLieHABAH PYTHHHO OT JIEKYBALIMS JIeKap.

4.8 HexenaHH TeKapcTBEHH PeaKiiHH

Hali-uecTuTe HeXenaHM NEKapCTREHN PEaKUHH ca RHApHA, MYCKYJIHHM KpaMNH, YMOpa, rajfeHe, MOBPbIIAHE U

OesCchHHE.

Obobuienne Ha HeXeTAHHTE PEAKIHH
HexenaHuTe NeKapCTBEHH peaklMH, ChOOIABaHN He CaMO KaTO W30JIMPaHH Cly4yaw, ca H3GpoeHH No-Jony no
CUCTEMO-OpraHHa KiacudHkalnia | 1o 4ecToTa.
HecrtoTara ce onpenens KakTo cneapa: MHoro dectu (1/10), yecty (>1/100 go <1/10), Heuect &1/1 000 mo
<1/100), peaxn (=1/10 000 no <1/1 000), MHoro peaku (<1/10 000); c Hen3BeCTHA YecTOTA (OT HATHYHUTE JaHHH
He MOXKe aa Obae HanpaBeHa OLIEHKA).

Cucremo-opranen (Muoro Yecrn HedecTn Peaxu MHuoro peaxn

Kaac YeCTH (21/100 no <1/10) ((21/1000 zo <1/100)  |(=1/10 000 a0 <1/1000) ((<1/10 000)
(=1/10)

Hndexunn n HacTuHka

HHECTALHH

Hapyuinus Ha AHOpekcHA )

meTabonnima

XpaHCHETO

[Tcuxuanu XamouuHaguu**

HApYLICHHA B3byna**




ArpecuBHO
nopeacHue* *
HeobOuuaitun
CHHHILA H
koluMapu**
Hapymerus Ha Cunkon* ITpunansrn* ExcTpanupaMHIHH 3nokayecTBeH
HEpPBHATA CHCTEMA 3aMagHoCT CHMNTOMH HEBPONHNTHYECH
beacwHHe CHHAPOM
CBbpleyHH HapyLIEHHR bpanuxapausa Cunoaprpuanet 610k
ATpHBEHTPHKYTApeH
6ok
CromamHo-apenHn  {[uapus [Tospeimake CroMalllHO-YpeBeH
HapyllIeHns TFanene A6nOMHHANTHU KPBBOHRNHE
CMYLIEHHA CromaimHa v
OYONEHAIHA A3BA
XHnepcaivpaLus
XenaTo-OWnapHu YepHoapobuu
HApYLICHNA YBpEKaaHHA,
BKITIOUHMTENIHO XeNaTHT
N afe N
Hapymenus Ha O6pus
KOXATa U MOAKOXHATA Cepbex
TbKaH
Hapymexus Ha MycKynHY KpaMIn Pabaomuonusa
MYCKYJ/IHO-CKEJIETHATA whkx
cCHCTEMa U
CheIHHUTEITHATA
TBK&H ¥ KOCTHTE
Hapviuenus Ha HHKOHTHHEHLIHA Ha
6nOpeuntTe n ypuHaTa
NHKOYHHMTE ITHTHLIA
O6wu Hapymenns 1 | mapoGonue |YMopa
e(peKTH Ha MACTOTO Ha Bonka
NPWIOKEHHETO
Hicnensanun Muuumanso
NOBHIICHHE Ha
CEPYMHHTE
KOHLEHTPALMH Ha
MYCKYJ/IHATa
KpeaTHHKHHa3a
Hapansapanus u 3nononyka
OTpaBAHHA

* [1pu W3cneaBaHe Ha NaLMEHTH ChC CHHKOMN WIM NTpUnagbuy TpAabBa Aa ce MMa rpeaBu Bb3MOXHOCTTA 3a
ChpAeueH 610K UMK TbATH CUHYCOBH May3H (BX. Touka 4.4).

** YecToTaTa Ha cyyanTe ¢ Xanou#HalMH, HeobuyaiiHu ChHUILA, KOLUMAPH, aXKHTAllMA U arpeCHBHO
NOBEJCHHE HAMaNABa C HAMaIsBaHE Ha [103aTa WM NIPH NPeKbCBaHE Ha JIEYEHHETO.

*** B cnyya#i Ha Heo6ACHMMO YepHoaApoOHO HapyineHHe TpAOBa Ja ce 0OMHCIIH MPEeKbCBaHe HA NEHEHHETO C
Amaunuep OAT.

**¢* Crobuiara ce, ye pabaoMuoNH3a ce pa3BUBA HE3ABUCHMO OT 3/10KaY€CTBEHUA HEBPONENTHYEH CHHAPOM
H B TACHA Bpb3Ka CJIe] 3al104YBaHe Ha JIEYCHHETO C JOHENEe3UN WK ¢ NOBUIIIABAHE HA N03AaTa.

C'bﬂﬁmﬂBﬂHe Ha MOoJO3HPpaHH HOXKC/IaHH PCAKLIHH
Cpob111aBaHeTO Ha NMOAO3INPAHH HEXKEIaHN PCAaKIMH Cli¢ pa3pClliaBaHE 3a ynomeﬁa Ha NC)4L

NPOAYKT € BaXXHO. ToBa NO3BO/ABA 1a NPOIL/DKH HabMI0AeHHETO HA CHOTHOLIEHHETO
fIeKapCTREHHA NIPOAYKT. OT METMIIHHCKHTE CNEIHANHCTH € H3HCKBa A Cho0INaBar B

HEXENaHa peaklus JMPEKTHO Ype3:
HambnHuTenHa aredums no gekapcereara (MAJ):




yn. ,JamsaH I'pyep” Ne 8
rp. Cogpus 1303,

Ten. +359 2 8903417
en. nouwa: bda@bda.bg
yeOcaliT: www.bda.bg

4.9 IIpeno3npane

OnpeaeneHara cpeaHa JeTanHa 103a Ha JOHENE3HIOB XMAPOXIOPH ClIe MPHIIOKEHHE HAa €JHOKPATHA OpalHa
7032 IPH MHHIKH M MTbX0Be € 45 u 32 mg/kg, pecnekTHBHO, WK npuban3uTeNnHo 225 1 160 meTH No-BHCOKA
OT MakCHMAaIIHATA MPENOPBUNTENHA 1032 NpH xopa oT 10 mg anerHo. 030-3aBUCHMH MPH3HALH Ha
XONMHHEePrHYHA CTUMYNIaUMA ca HabnoaaBaHH NPH XHUBOTHH H BKJIFOYBAT HAMAICHH CHOHTAHHY JBHKKEHMA,
HEBB3MOXKHOCT 32 H3MpaBAHE, OJIONABAlA Ce MTOX0/IKa, JaKpUMalMi, KJIOHUHYHH NPHIIaABLH, TIOTUCKaHE Ha
AMINAHETO, CAlIKBALIMA, MHO3a, (haclIMKyIALIHH H TIOHIDKABAHE Ha MOBBPXHOCTHATA TeJIeCHA TEMIIEPaTypa.
[peno3upaneTo ¢ XONHHECTEPa3HH HHXMOHTOPH MOXE J1a A0BEAE X0 XOMMHEpri4Ha KpH3a, NPosBABaIlA Ce
CbC CHIIHO rafieHe, NOBpbIaHe, NOBHINEHA CAlHBalUs, U3NOTABaHE, OpaJuKapaud, XMNOTOHHA, NOTHCKAHE Ha
AMLIAHETO, KOJanc 4 KOHBYJICHH. BB3MOXKHO € Aa Bb3HUKHE H3pa3eHa MyCKYJIHa ¢cnabocT, KoaTo MoxXe ga
AOBEAE A0 CMBPT NPH 3acArane Ha AHXaTeNHaTa MycKynarypa. KakTo npu Bcexu cnydaii Ha npeio3upase ce
MpoBexXAaT 00 NoATbpXKalK MeponpuaTus. Kato antuaoT npu npeposupane Ha Amaduep OJIT morar aa
ObaaT M3non3saHu TepUUEPHH aHTUXOIHMHEPrHIN KaTo aTponuH, [IpenopbyBa ce THTPHpaHE HA ATPOIHH
cynaT HHTPaBeHO3HO [0 NOCTUrAHE Ha HeoOX0AuMHUA edpext: HayanHa 703a 0 1,0 po 2,0 mg iv. ¢
nocnexBaulo JO3HpaHe Cropel KNHHHYHOTO NoBNUaABaHe. [IpH eAHOBPEMEHHO MPHIOXKEHHE Ha
XONMHHOMHMETHLIM ¢ KBAaTePHEPHH AHTHXOJMHEPrHLM KATo INIMKONHpoNaT € HabnoaasaHo aTHNIHYHO
NOBJIMABAHE HA KPBBHOTO H Chp/CYHATA YECTOTA. He € H3BEeCTHO AANIH ACHENE3HIOB XHAPOXJIOPHA W/HIH
HeroBHTe MeTabOIIMTH MOraT /1a Ce OTCTPaHABAT Ype3 Auann3a (XeMOJHAIH3a, ICPUTOHEATHA JHANU3A WIH

XeMounTpauus).

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapMakoIHHAMHYHM CBONCTBA

(apmakoTepaneBTHYHA rpyna: JIEKapCcTBa 3a JeMEeHLHMS, aHTHXOJHHECTEepa3HH
ATC xon: NO6DAOQ2.

MexaHu3bM Ha IelCTBHE

JoHene3nI0B XHAPOXNOopH € cneunduieH i oOpaTuM HHXHOHTOP HA ALIETUIIXOIHHECTEPA3aTa,
npeobnazasalnara xojiMHeCTepasa B MO3bYHATa ThKaH. JJOHeNe3unoB XUAPOXJIOPHA in vitro e 1000 mbTh no-
MOLLIEH UHXHOHTOP HA TO3H €H3HM, OTKOJIKOTO Ha Gy THPMIIXONMHECTEPa3aTa, €H3UM, KOHTO e pa3npocTpaHeH
npeay BCHYKO U3BHH LIGHTPANHATA HePBHA CUCTEMA.

JdeMeHLHsa Ha AnxaiiMep

[Ipy nauMeHTH ¢ JeMeHLMs Ha AnLxaiMep, BKIIIOYEHH B KIIHHHYHH NPOYYBaHHS, NPHIOKEHHETO Ha
AOHENE3UNIOB XUAPOXJIOPHA BeAHDBXK AHEBHO B 1032 5 mg WA 10 mg Boan Ao paBHOBeCHO HHXUOHpaHe,
peCneKTHBHO Ha 63,6% u 77,3% OT alleTHIXO/IMHECTepa3HATa AKTHBHOCT (H3MEPEHA B EPUTPOLIMTHHTE
MeMOpaHH) npu H3MepBaHe cie Ao3xpaHe. MHxubupaHero Ha auerunxonuuecrepaizara (AXE) B
CPUTPOLHTHTE OT IOHEIEINIOB XHAPOXJIOPHA KOpenvpa BbB BUCOKA CTENeH ¢ mpoMeHnuTe B ADAS-cog,
YYBCTBHUTEJIHA CKaJa, C KOATO C€ MPOYYBAT ONpeReNeHH acleKTH OT KOrHUTHBHMTE ¢yHKUMH. He e npoyuen
MOTEHUHANLT HA JOHENEe3NUNOB XUAPOXTIOPHA 1a MPOMEHs NPOTUYAHETO Ha NOJNeKallla HeBpOonaToNOruA,
3aTOBA HE MOXE A C€ CYHTA, Y€ MMa HAKAKEB ¢(DEeKT BbPXY pa3BHTHETO Ha 3a0oaBaneTo.

E(QHKacHOCTTa Ha JIEYEHUETO ¢ JOHENE3UIIOB XUAPOXIOPH]L € H3CNeABAHA B YETHPH nnaue OITHPAHH

KJTHHHYHH NIPOYYBaHHA, 2 OT KOHTO ¢a OMIH ¢ NPOXBIDKHTENHOCT 6 Mecelia ¥ ABe — ¢ Npos .( WNE THONE |

rOJIMHA. ) "
Sl

B 6-MeceyHO KIIHHHYHO NpOoYy4BaHe € HaNpaBeH aHajlu3 B KPas Ha TEPAIHATA ¢ AOHGNSS LT

H3MON3BAHH TPH KpHUTepHs 3a edrracHocT: ADAS-Cog (Mapka 3a KOTHHTHBHO TIpe



Interview Based Impression of Change with Caregiver Input — CIBIC (Bneuatnense 3a npoMsHa Ha
KJIHHHLUCTA, OCHOBAHO Ha HHTEPBIO K ¢ HHGOpMalKs oT 6oaHoreaa4va — MApKa 3a 001oTo (PyHKIHOHKpaHe)
H [loxckana Ha exeaHeBHHTE AeiiHOCTH Ha KnMHUYHATA OlleHbYHa CKala 3a IeMeHIHs (MApKa 3a

Bb3MOXKHOCTHTE B 061HECTBOTO, IOMa M Xo6MTaTa ¥ rpuxKaTa 3a cede CH).

[TaueHTH, KOHTO OTMOBAPST Ha [TIOCOYEHHTE MO-A0NY KPUTEPHH, CE ONPEAENAT KATO [IOBNHABALIM CE OT
JICYEHHETO.,

[Topnuspatxe = [lonobpsasane Ha ADAS-Cog ¢ MUHUMYM 4 TOUKH
Jiunca Ha pnomapane B CIBIC +
Jinrnca Ha BnoiuaBaHe 110 IToackana Ha exxeHeBHHTE JelHOCTH Ha KIIHHHYHATA OLleHbYHA

CKaJa 3a JCMCHIHA

\ | % IloBnusaBane
O6w Opo#t manueHTH, 3anoyHand | [TaupeHTH, XOMTO moANeXaT Ha
npoy4saHeTo (n=365) OLleHKa (n=352)
Mnaue6o -~ [ 10% ] [ 10% _ |
I'pyna, npuemaina aoHeneswios | 18%* 18%*
XMApPOXJIOpHA S mg _
I'pyna, npuemaina apoxenesusoB | 21%* 22%**
XHapoxaopui 10 mg _ _
* p<0,05
** p<0,01

HOHCHCSHH NpCAN3BHKBA J03a-3aBUCHMO CTATUCTHYECKH 3HAYHMMO MOBHINABAHE HA INPOLEHTA HA ITallHeHTHUTE,
KOHTO C€ OIIpCAC/IAT KaTO NOBJIHABALIM CC OT JICYHCHHETO.

5.2 PDapMaKoKHHETHYHNM CBoiicTBA
Abcopbuus

MaxkcuManuuTe niasMeHH KOHLEHTPalMHA ce JOCTHraT npubnusutento 3-4 yaca cnex nepopanHo
npunoXeHue. I'lnazMeHnTe KOHLIEHTPALUMHK H IOLITa MO KPHBATa HAPAacTBaT NPOMOPLHOHATHO Ha 103aTa.
TepMHHAIHHAT NOTYXUBOT € NpubausuTenHo 70 yaca; cneaoBaTeNRO MHOTOKPaTHOTO MPUIIOKEHHE Ha
CAHOKPATHH NHEBHHM 03U BOAH AO NOCTENEHHO NOCTHraHe Ha PABHOBECHH KOHLeHTpauMH. [Ipubausurenno
CbCTOSHME HA DABHOBECHA KOHIICHTDAIMA CE JOCTHra B pAMKHTE Ha 3 ceAMULIM Cell 3anmoYBaHe Ha TepanuaTa.
Cnen nocrurane Ha paBHOBECHO ChCTOSHHUE, INTA3MEHHTE KOHLEHTPALMH Ha AOHENE3WIOB XHAPOXIOPHA H
CBBp3aHaTa C TAX (papMakoJUHAMHYHa aKTHBHOCT NMOKa3BaT ¢nafa BapHaOUNHOCT B TEYEHHE HA ACHA.

PasnpeaencHue
JloHene3nnoB XHAPOXNOPH/ Ce CBbP3Ba MPHOIU3UTENHO B 95% ¢ MOBEIIKHTE MIa3MEHH NPOTEHHH,

Cebp3BaHeTo ¢ Na3MEHHTE NPOTEHHH HA aKTHBHMA MeTabonut 6-0O-1e3MeTHI NOHENEe3UN He € H3BECTHO.
Pasnpe/ieNeHHETO Ha JOHENE3NNOB XHAPOXJIOPH/ B Pa3HHMHHTE TENECHH ThKaHH HE € HaIThJIHO NpoyyeHo. Bee
MaK B IPOYYBaHHA MPH 34paBy A0OPOBOILM MBXKE € YCTAHOBEHO, ue 240 4. cieJ NpHIOXKEHHETO HA 5 mg
JIOHETIe3HJIOB XMAPOXIIOpHA, MapkHpaH ¢ *C, npubnusurento 28% ot Mapkepa He ¢ 6un ycraHoseH. Tosa
[pejAnonara, 4ye JOHENEe3WIoB XMAPOXIOPUA HW/HIH HErosuTe MeTabO0IMTH MOTaT Ja NePCHCTHPAT B TANOTO 32
noeseue ot 10 gHu.

Mertabonusbm / EnuMuHMpaHe
JOHENE3HUNOB XMAPOXNOPH] €& EMUMHHHMPA KaKTO 4Ype3 OTAESIHTENHATA CUCTEMA B HENPOMEHEH BUJ, Taka U
ype3 MeTabonu3nupaHe OT CHcTeMaTa Ha UUTOXpoM P-450 no MHoroGpoiinn MeTabONUTH, He BCHYKM OT KOUTO
ca uaeHTHGULMpany. Criel MpHNOXKeHUe Ha eJJHOKpPATHA 71032 JOHENE3UNOB XUAPOXJIOPH 5 mg, MapKupaH C
'*C, nna3smeHara paJHoakTHBHOCT, H3Pa3€Ha KATO MPOLIEHT OT NPHIOXKEHATa 033, & OKna npencmeﬂa npenn
BCHYKO KaTO HENpoMEHEH AoHene3nnoB Xuapoxnopua (30%), 6-O-ne3MeTnn RoHene3un (1 H!IT
MeTaboNMuT, kOHTO NposBABa aKTHBHOCT, MPoA0OHA Ha Ta3H Ha JOHETIE3UIIOB XHAPOXIIOpP f

N-okcHg (9%), 5-O-aesmeTun aoxenesnn (7%) ¥ rROKOpyHHPaHHA KOHIOraT Ha 5-O-1 /
(3%). Ilpubnusurenno 57% oT LANOTO KOMHYECTBO PAfHOAKTHBEH MapKep € YCTAHOE l
KaTo HETpoMeHEH JoHene3nn) U 14.5% - BbB Qelieca, KoeTo JaBa OCHOBaHHE Ja ce ¢




duoTpaHchOpMaLMATa U eKCKpeLUMATa B YpHHATa Ca MbPBHYHH MbTHINE 33 €TMMHHUpaHe. HiMa naHHH, KOHTO
Ja rOBOPAT 3a EHTEPOXENaTanHa peLiupKylalus Ha JOHENE3HIOB XHAPOXNOPHA W/HIIH HAKOH OT HErOBUTE
MeTabonMuTH.

[LmasMeHHTe KOHUEHTpALMK HA JOHETIE3UNI HAMAJIABRAT ¢ MJIa3MEH NOJIYKHBOT OT NpubaKH3uTenHo 70 yaca.

CnenyanHy nomyjauuy

Ilon u paca
IlombT, pacaTa H TIOTIOHOMYLUICHETO HAMAT KIMHHYHO 3HAYUM eeKT BbpXY I1a3MEHUTE KOHLUEHTPALMH Ha
JIOHETIE3NIIOB XUIPOXIOPHA.

Hayuenmu 6 cmapuecka év3pacm

@OapMakKOKMHETHKATA HA AOHENE3HIT He € NPOoY4BaHa GpUPMaTHO NpH 34paBH JOOPOBOILM B CTApYECKa BB3PAcT
HIIH TIPH TAlHEHTH ¢ AnixafiMep. Bee nak cpeaHuTe NiasMeHH KOHIEHTPALHH ITPH NALHEHTH ChC CXOAHH BbB
BHCOKA CTEIEH C TE€3H MPH 3ApaBH MIaiu A00pOBOIIIM.

Yeprnoodpobra nedocmamvynocm

[1pu MauHEeHTH ¢ NeKa f0 CpelHO Texka YepHoaApoOHa HeAOCTAaTLYHOCT ¢e Ha0nKngaBa NOBHIIEHKE Ha
PAaBHOBECHHTE KOHLICHTpAUWH Ha JOHENe3u, nopuuicHue Ha cpeaHata AUC ¢ 48% n nopuiileHHe Ha
cpeaHaTa Cmax ¢ 39% (BXK. TOUKa 4.2).

53 Ipexxcinununy JaHHH 32 6ezomacHoCT

OGLIKPHYA NMPOYUYBaHHUS NNPH EKCTIEPHMEHTANHH KHBOTHH Ca YCTAHOBHJIH, Y€ TOBA ChEAMHEHHE MPEAHIBUKBA
MaNko e(eKTH H3BbLH XKenaHute GpapMaKkoIOrH4HH, KOUTO CBOTBETCTBAT HA HErOBOTO AciicTBHE KaTo
XOMUHEPru4eH CTUMYaTop (BXK. Touka 4.9 IIpenosupane). JloHenesun He € UMan MyTareHeH edekT B
NMPpOBEACHHTE TECTOBE 33 MyTalMH ¢ DakTepHaTHy KNeTKN W KNeTKH oT Oo3aiiHuuy. In vitro ca HabmogaBaHu
HAKOH KJIACTOFEHHH eeKTH NpH KOHUEHTpallHH, KOUTO ¢a OHNH BUAMMO TOKCHYHH 33 KJIETKHTE M ¢a
Haaxpbpasiad 3000 mbTH paBHOBECHHTE ITa3MEHH KOHLUeHTpaumu. [Ipu in vivo H3nonssase Ha
MHKpPOHYKI€apeH MOJeN NpH MHIUKH He ca HaONIoaBaHH KacTOME€HHH HIIH APYTH MeHOTOKCHYHH e(eKTH.
HsiMa JaHHH 32 OHKOT€HEH MOTEHUHAN NPH IbANOCPOYHH MPOYYBAHHA BHPXY KaHIIEPOT€HHOCTTA KAKTO [pH
[UTBXOBE, TaKa M IIPH MHLLKH.

JOHENE3HIOB XHAPOXTOPH] HE € HMall e(peKT BEpXY (depTHIUTETa Ha IUTbXOBE H He € 61N TepaToreHeH NpH
IUIEXOBE HIIM 3aiLH, HO € UMaN cnab eekT BppXy MBPTBOPAKARHHATA H paHHATA NIPEXHBIEMOCT Ha
HOBOPOJIEHHTE MpH OpeMEHHH NIBLX0BE B A03a S0 MbTH, HAAXBBPAALLA A03aTa, IPHAraHa npH xopa (BX.
TOYKA 4.6).

6. OAPMAILEBTAYHN TAHHH
6.1 CnHCcHLK HA MOMOIHUTE BElLIIECTRA

Mannton (E421)

Copbuton (E420)

KpocnosuaoH

Hatpues Merabucynpur (E223)
CHNHLHeB AHOKCHI, KONOHJAEH 0e3B0aeH
CuanuuueB AMOKCHI, KONMOWAEH BO4EH
Acnapram (E951)

Hatpues creapun ¢ymapat

MaruHesues creapar

MukpokpucTatHa Ueyio3a

6.2 HechLEMecTHMOCTH




Henpunoxumo

6.3 CpoK Ha roaHoOCT

3 roJUHU

6.4 CneuHanHu yc10BHS HA CHLXPAHEHHE
Ha ce chxpaHsABa Ha MACTO, HEAOCTRITHO 3a ReLa.
Ja ce cbXxpaHsiBa B OpHrMHANHATa OIIaKOBKA.

Ha ce chxpanssa nog 25°C.

6.5 Bua un cLALpKaAHHE HA ONIAKOBKATA

AnymunueBu PVC/OPA/AL/PVC 6nuctepu, NOXPHTH ¢ aTyMHHHEBO thonHo.

Enun 6nucrep cuaspxa 7 6posa Tabnetkn.
Pa3mep Ha onakoskara: 28 Opoa TabneTtku (1 onakoexa/ 4 onucrepa).

6.6 CnenmuanHu NpeanasHid MEepKH NpH UIXBLPJARHE H paloTa
HaMa cneuMandyn H3NCKBAHHA 3a H3IXBBLpIHE.

HeHu3noa3BaHHAT NEKApCTBEH MPOAYKT WIH OTNIAXbYHUTE MaTEpHANM OT Hero TpIOBa Ja ce HIXBHPIIAT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBaHHA.

7. INPHTEXATEJ HA PAIPEILIEHHETO 3A YIIOTPEBA

HOBEJ ®APMA EOO/J
yia. ,,OkonoBpBCTEH BT Ne 36
rp. Cogusa 1415, buarapus

8. HOMEP(A) HA PAJPEIIEHHETO 3A YIIOTPEBA

Perucrpaumnonen Ne: 20220019

9, HATA HA ITBPBO PAZPEINABAHE/TIOJHOBABAHE HA PABPELHIEHHETO 3A
YIIOTPEBA

Jlarta Ha mepBO paipewiaBaHe: 18.01.2022 r.

10. JATA HA AKTYAJINIUPAHE HA TEKCTA

10.2024 r.




