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I. HME HA JEKAPCTBEHHWI NIPOAYKT

ITonmaTuH 5 mg/H3noMneaHe, nepopaneH pazTBop
Polmatine 5 mg/pump actuation, oral solution

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

1 g pasTBOp chabpka 10 mg MeManTuHoR xuapoxsiopua (memantine hydrochloride), exsusanenren
ua 8,31 mg memanTHH (memantine),

Ezno n3anomneane otaens 0,5 ml (0,5 g) oT pasTBOpa, ChIBpKALL 5 Mg MEMaHTUHOB XHAPOXIOPHI,
eKBUBANCHTEH Ha 4,16 Mg MEMaHTHH.

[oMolHK BewecTBa ¢ M3BECTHO AgiicTere: copOuton (E420).
Bcekn MWIHIHTBD pasTsop cbabpka 100 mg copburon (E420).

3a MbAHHA CNUCHK HA MOMOILIHUTE BEILECTBS BHIKTE TOUka 6.1.

3. JEKAPCTBEHA ®OPMA
[epopanex pasTBOp.

Pa3TROpPBLT € Npo3paueH ¥ Ge3useTeH KO CBETNONKBITEHHKAB.

4. KIMHHYHHA JAHHH

4.1 TepaneBTHUYHH MOKAZAHMSA

JleueHne Ha NALMEHTH C yMepeHa J10 TexKKa cTeneH Ha Gonectra Ha Anuxajimep.
4.2 [J0o3HpOoBK2 H HAYHH HA NPHJIOKEHHE

Jleuennero Tpadpa na 6bae 3arouHaTo W HAGMAABAHO OT JIEKap ¢ OTKT B AHarHOCTHUMPAHETO H
JISUEHHETO Ha JeMeHLHATa Ha AnuxaliMep. JleueHHeTo TpaGBa [1a 3aMoYHE CaMO aK0O HMa JIMIE, KOETO
A4 ce FpiokH 3a OOMMHMA M PEOBHO N1a C/lei NpUeMa Ha NeKapCTBEHHs NPONYKT OT MalHEeHTa.
Juarnosara Tpadsa na 6bAe MOCTABEHA B CHOTBETCTRHE C AKTYATHHTE AMATHOCTHYHM MPHHLMIIH.
[ToHOCHMOCTTA H JO3MPAHETO HA MEMAHTHH TPA0Ba 1a Ce OLEHABA Pery/IApHO, 3a NPEAIIOYHTAHE A0
TPH Mecela ¢iiel 3anoyusake Ha iededuero. CneJ ToBa KIMHHYHATA 110133 OT MEMAHTHH H
NOHOCHMOCTTa Ha MaleHTa KbM JIEYEHHETO Clie[iBa [a Ce OLeHABA PEryyapHo, B CHOTBETCTBHE C
aKTYaTHWTE KJIHHHYHK pPbKoBOACTSA. [loAabpKaLLOTO NIeUeHre MoKe Aa NPOIB/HKH, AOKATO
TepaneBTH4HATA [10/13a € 33A0BONIHTE/IHA H NALMEHTET NOHACH JIEUEHHETO ¢ MeMaHTuH. [1pn nanuune
Ha 0KA3aTeNCTBA 32 OTIIAJAHEe HA TEPaNeBTHUHUA eEeKT WM aKO MaLHEHTHT HE OHACH JIEYCHHETO,
TpsafBa Aa ce 0OMHCIH NpeKpaTABAHE Ha MEMAHTHHA.




EOBHQOBKa

Buv3pacmuu:

Turpupane Ha nosata

Makcumannara gHeeHa 103a € 20 mg NHEBHO. 3a 1a e HAMAJIN PUCKBT OT HEXENAHH JICKAPCTBEHH
peakiuuH, NOANbLPKALATA A03a JHEBHO CE JOCTHIa YPE3 NOCTENEHHO YBEAKYEHHE € 0 5 mg
CEIMHYHO MPE3 MbPBHTE 3 CEAMULM, KAKTO CJIEABA!

Cenmuua 1 (ae 1-7):
[TauneHTsT TpaGea na nprema 0,5 ml pasreop (5 mg), eKBUBANEHTEH Ha €AHO U3NOMIIBaHE BEAHDBXK
JHEBHO B NPOABIDKEHUE HA 7 JHM.

Ceamuia 2 (peH 8-14).
ITaumenTsT TpaGea Aa npueMa | ml pasreop (10 mg), eKBHBANEHTEH Ha ABE H3MOMMIBAHHA JIHEBHO
BEOHDK B IPOABIKEHHE HA 7 AHH,

Cenmuua 3 (nen 15-21):
[MaunentsT Tpabea na npuema 1,5 ml pasreop (15 mg), EKBUBANEHTEH Ha TPH HIMOMIBAHMA BEIHBK
AHEBHO B NPOABLILKEHUE HA 7 MHH.

Ot ceaMrlia 4 HATATEK:
HauuentsT TpsOBa na npuema 2 ml pasTBop (20 mg), eKBUBANEHTEH HA YETHPH H3MOMIIBAHHS JHEBHO.

[Noanbpxama nosa
IIpenopnunTennata noaabpxalia fo2a € 20 mg (2 ml pazTBOp, eKBHBAIEHTEH Ha YETHPH
H3NOMIBAHHA) BEHBHK AHEBHO.

Xopa s cmapuecka gv3pacm.

B13 0CHOB2 Ha KIIHHHYHHTE NPOYYBAHMS MPENOPbYHTEIHATA AHEBHA 1032 32 MALMEHTH HA BB3PACT
Haj 65-roaMuIHa Bb3pacT e 20 mg BeiHbk AHeBHO (2 Ml pa3TBOp, EKBHBANIGHTEH HA METHPH
H3[IOMIIBAHHKA), KAXTO € MOCOUYEHO [10-Tope.

Ileduampuuna nonyrayus:
[Topaaum nunca Ha nanHK 3a Ge301acHoCT M epUkacHoCT, ynoTpeGaTa Ha MEMaHTHH NpH Jlelia nos 18
FOAMHH He Ce MPEnopbUBa.

bvbpeuno yspexcoane:

[Ipu nauwenTH ¢ neko yBpeneHa 6ubpeuna pyHkuma (kpearnHunos KiMpbHC 50-80 ml/min) He ce
Hanara aganTHpaHe Ha A03aTa. IIpH nauHeHTH ¢ yMepeHo O610peuHo yBpeskaaHe (KpeaTHHHHOB
KHpBbHC 30-49 ml/min) aneHaTa nosa Tpabea ga 6uae 10 mg (1 ml pasTBOp, eKBHBANIEHTEH HA JIBE
H3nomneaHHA). IIpn no6pa NOHOCKMOCT Crien NoHe 7-JHEBHO NeueHUe 103aTa MoXkKe 1a Bnhe
yBenuueHa 10 20 mg/aeH CbINacHo CTaHAAPTHATA cXeMa Ha THTpHpane. [1IpH nalWdeHTH ¢ TeXKO
6u6peuno yBpexnaHe (KpeaTHHHHOB KIMPBHC 5-29 ml/min) AHesHaTa f03a Tpabsa ta Guae 10 mg
(1 ml pa3TBOp, EKBHBANEHTEH HA ABE W3INOMMBAHHSA) AHEBHO.

HepHrodpobro yepesoane:
[Ipy malMeHTH ¢ Teko Ml YMepeHo HapyweHa yepHogpobHa dynkuma (xnac A w B no Child-Pugh)
He ¢ HeoOX0AMMO aflanTHpaHe Ha no3ara. Hama naHHu 3a ynoTpeGara Ha MEMAHTHH NP NALUWEHTH C
TEKKO YeprOAPOGHO yBpexnaHe. He ce npenopbuBa npunaraHeTo Ha MEMAHTHH NPH naukeHTy ¢

TEKKO YepHOAPOOHO YRpekKaaHe.

HauuH Ha npunoxeHuHe
HOJ'IM&THH TpﬂGBa Aa ce npuema BCAHBXK OJHCBHO, N0 €AHO H CBLUO Bpeme Ha ae
Aa ce npueMa Cbe My Oe3 xpaHa. PasTeopeT He TpaGBa 1a ce M3JIHBA HITH H3MO




JIMPEKTHO OT OyTHAKATA MIIH MOMIIATa, a TpAGBa 1a ce N03Hpa B JILXKHLIA WIIH B Halla BOJa C [OMOILTa
Ha NoMIaTa. 3a noApoSHH HHCTPYKLIMH 3a IPHTOTBAHETO K yMoTpedaTa Ha NPOAYKTA BHXKTE
TouKa 6.6.

4.3 ITporasonokazanus

CBp’bX‘IyBCTBHTEHHOCT KBM aKTHBHOTO BEUIECTBO HJIH HAKOE OT MOMOLOHUTE BELUIECTBA, H36p06HH B
To4uka 6.1.

4.4 CneunaJHH NpenynpexxACHHA H NPeANAa3HE MePKH NpH ynoTpeba

[Ipenoprusa ce NOBHIIEHO BHHMAHHE IPY TALMEHTH ¢ eNWIESNICHA, AHAMHE3A 33 FMbPUOBE WK
NAYSHTH C IPEAPA3IIONAraly KbM eNWIENcus GakTopu,

Tpabea na ce u3baArea eHOBpeMeHHaTa ynotpeba Ha aHTaroHHCTH Ha N-MeTun-D-acnaprat (NMDA),
KaTo AMAHTAAMH, KETAMHH WK JekcTpomeTopdan. Tesn cbeAHHEHNA AeHCTBAT BbPXY ChilaTa
PELENTOPHA CHCTEMA, KAKTO MEMAHTHH, W CIIEICBATENHO HEeMKeJIAHUTE peakLlMH (CBhP3aHH MIAaBHO ©
IeHTpaiHaTa HepeHa cuctema (LIHC)) morart ga 6waaT mo-4eCcTH H MO-CHITHO H3pa3eHH (Bi.

Touka 4.5).

Hsakou daxToph, kouro morat na nosuwar pH Ha ypuuara (Bx. Touka 5.2 Enumunupane), Morat aa
HAOXKAT BHHMATENHO NpocieasBaHe Ha nalieHTa. Tesu GpakTopu BKIOYBAT APACTHYHH NTPOMEHH B
AMETATA, HANMPUMEP OT MECHA KbM BEFeTApPHAHCKA JHeTa, HiIN MACHBEH NMPHEM Ha ANKaNIH3Hpaulr
cromaiuiy OydepH. Ocsen ToBa pH Ha ypuHaTa Moxe [a ce MOBHLIM MPH CHCTOAHKA Ha ObOpeyHa
TyOynaphra aunnoza (BTA) nnu Texxku HHdeKUMH Ha OTOeNUTEHATA CHCTeMa ¢ Proteus bacteria.

[1pH NOBEYETO KIHHAYHHA HINHTBAHKHA NaLHEHTH ¢ HEOTAABHA NpeKkapaH WHGapKT HA MHOKapIa,
JEKOMIIEHCHPaHa 3acToMHA chpaeyuHa HepoctaTbuHoceT (knac 1o NYHA [11-1V) unu HexonTpoavpaHa
XUNepTOHHA ca GHIK H3KIoYeHH. BeneacTere Ha TOBa HMa CaMO OrpaHU4eHH JaHHH W [TALIMEHTHUTE C
TAKHEA ChCTOAHMS TpAOBa fa 6baaT npocienaBaHH BHUMATEIHO,

To3n nekapeTsed OpoAyKT cvabpika 100 mg copOUTON BBB BCEKH MUITHITHTEP.

Tpabpa fa ce MMa NpeaABUI AAHTHBHHAT e(peKT Ha eTHOBPEMEHHO NPHIIAraHHTe NPOILYKTH,
CHABPAKAIH cOpOUTON (MK PPYKTO3a), KAKTO M XPAHMTENHUAT NpHEM Ha cOpOUTON (WITH BpyKTO3a)
npH aueTa. ChALPAKAHMETO Ha COPOHTON B NEKAPCTBEHHTE NIPOLYKTH 33 MepopasiHa ynotpeba Moke
Ia noBikse OHOHATHYHOCTTA Ha APYTH JISKAPCTBEHH MPOLYKTH 3a nepopanHa ynorpeba, ako ce
fIpUNAraT €AHOBPEMEHHO.

4.5 BsaumopelcTBHE ¢ JPYrH JIEKAPCTBEHH NPOAYKTH H ApYrH GopMH Ha B3aHMOJeiicTBAE

ITopapu dapmakonoryyHuTe ehexTH U MEXaHH3MA Ha NeHCTBHE HA MEMaHTHH MOTAT 12 Bb3HUKHAT
ClIeHUTE B3aHMOACHCTBUA:

- HauunbT Ha geficTBHe naBa OCHOBAHMA [1a ce Npeanonara, ye eexture Ha L-gona,
SONaMWHEPTWYHHATES aroHHCTH H AHTHXONHHEPrHYHHTE CPEICTBA MOI'aT Aa 6’b,£laT 3aCHNECHH
MpH €IHOBPEMEHHO NleveHHe ¢ aHTAroHWCTH HAa NMDA kato MemanTus. Edekture Ha
GapOHTypaTHTE H HERpONENITHUNTE MOTAT da ObaaT HamanenH. EaqnoBpemeHHOTO
MPHIIOKEHHE HA MEMAHTHH H CNIa3MOJIHTHYHH CPEACTBa, AAHTPONEH WK Gaknoden Moxe 1a
H3MEHH ACHCTBUETO UM W TOBA 1a HANIOXKH KOPUIMpaHe Ha [o3aTa.

- EnHoBpemeHHaTa ynoTpe6a Ha MEMAHTHH K aMaHTaaHH TpAOBa na ce u3bArea nopaaH pHEK oT
(papMaxoTOKCHHHA NMcHXxo3a. M npete cheqiHeHNs NPEACTABNABAT XUMHUYHO CPOIHH,
aHTarodHceTy Ha NMDA. CruloTo MOMe 18 ¢ OTHACH A0 KETAMHH H JCKCTPOMETTY
Touka 4.4). [1lyGnHKysaH e enuH KIHHUHYEH clyvai 3a BEPOATEH PHCK W I, 74 Qb
MEMAHTHH W (PEHHTOUH.

- Jpyrn akTWBHHM BelleCTBa, KaTO CHMETHAHH, PAHHTHHH, NPOKAUHAMHIY
HHKOTHH, H3NOJI3BALLH ChiiaTa Gp0petHa CHCTEMA 33 KATHOHEH TPaHCHGP




€ BBb3MOXKHO Ja B3aUMOAeHCTBAT ¢ MEMAHTHH, KOETO BOAH A0 MOTEHUHANEH PHCK OT
TIOBHILIEHHE Ha NNa3MEeHHTE HUBaA.

- Mma BepOATHOCT 33 NOHKXKABAHE HA CEPYMHOTO HUBO Ha xuapoxnopotuasua (HCT), koraro
MeMaHTHH ce npwiara enHospemerto ¢ HCT i ¢ komGunaupa, siousama HCT.

- B MNOCTMAPKETHHIOBHA OITHT HMa CBOGLL[GHMS! 3a M30/JHpaHH CIyYaH Ha NOBHLWIEHO
MEXAYHapoaHO HopMaiu3HpaHo oTHoweHHe (INR) npu nauneHTH, KOHTO ca JIeKyBaHH
eAHOBpeMeHHO ¢ BapdapuH. BeIpeKH Ue He e yCTaHOBEHA NPHUYHHHO-CNIEACTBEHA BPB3Ka,
NPEeNoPBUMTENHO € BHHMATEHO NIpoc/iedBade Ha npoTpoMOuHOoBOTO Bpeme Hnk INR nipn
TIAUMEHTH, KOHTO C€ JIEKYBAT JHOBPEMEHHO ¢ NEPOPASIHH AHTHKOATY1aHTH.

[py hapmakoknueTnunu npoyusanvs (OK) npu eqHokpaTHa 103a NPpH MNamH 3paBH 400POBOIILM HE
ce HaGJIIoAaBAT 3HAUMMH B3aMMOICHCTBHA MEXKY aKTHBHHTE BELIECTBA HA MEMAHTHH K
rnulypua/mMeTdopMHUH HIH NOHeNe3|.

Tpu KITHHKYHO NPOYUBaHE P MJALM 3APABH JHUA He ce HabNioNaBa 3HAUKM eeKT Ha MEMAHTHH
BEbpXY GapMaKOKHHETHKATA HA FAJIAHTAMHH.

MemanTiH He uHxubupa in vitro CYP 1A2, 2A6, 2C9, 2D6, 2E1, 3A, prnasuH-ChabpiaiiaTa
MOHOOKCHT€HA3a, eMOKCHA-XHAPONAZATA UITH CYN(OHHPAHETO.

4.6 @eprunnTer, OPeMEHHOCT H KLPMEHE

EpemenHocT
HsAma KITHHWYHW KaHHH 38 OpeMEHHH, JIEKYBaHH ¢ MeMaHTHH. ExcnepHMeHTaNHuTe Npoy4uBaHua NpH

*KHBOTHH NOKA3BaT BB3MOMHOCT 32 HAMAJICHO BETPEMATOUHO PAIBHTHE TIPH HHEA HA eKCNO3HIAML,
KOWTO ¢a HAEHTHYHH HIIH JIEKO 3aBHLIEHH CIPAMO eKCNO3HLMATA MPH YOoBeKa (BXK. TOUKa 5.3).
[ToTeHUMATHHAT PUCK TIPH XOPa He € u3BecTeH. MemaHnTHH He TpabBa na ce H3Mon3ea npu
OpeMEHHOCT, OCBEH B CNyUal Ha KaTeropHYHa HEOOXOAUMOCT.

KnpMeHe

He e W3BeCTHO JanH MEMaHTHH Ce M3IBYBa C YOBCLUKOTO MIAKO, HO KATO €& HMA MpPEJIBH
HHHOC[)HJ'IHOCTT& Ha BEIIECTBOTO, TOBA € TBBHPAE BBE3IMOKHO. }KCHHTC, KOXTO NpHEMAT MEMAHTHH, HS
TpabBa Ja KEpMAT.

4.7 EdexkTH Bbpxy cnocofrocTTa 32 wodupade u paboTa ¢ MAIHHH

YMepeHata B0 Texka creneH Ha fonecrra Ha AntixaliMep 0GHKHOBEHO BOAM QO HapylleHa
CrocoOHOCT 3a Wo(HpaHe H BIOIABa cMocoOHOCTTa 3a paboTa ¢ MalMHH. OCBEH TOBA MEMAHTHH
NOBNHABA B MaNka 0 YMEpeHa CTeneH cnocobHOCTTa 3a odHpaHe H paboTa C MAIMHH, TAKa Ye
ambynatopHHTe nauueHTH TpAGBa Ja 6'baaT NpeaynpexaaBaHH Aa NPOABABAT NOBUIUEHO BHUMAHHE,

4.8 HexenaHH fieKaAPCTBEHN PEAKIIHH

[Ipy KIHHWYHH H3NHTBAHUA NPH AEKA A0 TEXKKa AeMEHLM, BKoYBally | 784 nauueHTH, NEKYBaHH ¢
MEMAHTHH U | 595 mauuenTH, TpeTHpaHH ¢ naauedo, obiiaTa YeCTOTa HA HEKETAHKTE JIEKaPCTBEHH
peaKiHH NPH MEMAHTHH HE C& pazH4aBa OT Ta3H Npu nuiauedo, KaTo HEXKENaHHTE JIEKAPCTBCHH
peakuMy 00HKHOBEHO Ca JIEKH A0 YMepeHH No TexecT. Hali-uecTo noasABamnTe e HEXETaHH
JIEKapCTBEHH peaklMH ¢ MO-BHCOKA YeCTOTa B IPYNaTa Ha MEMaHTHH, OTKOJIKOTO B rpynara Ha
niaue6o, ca 3amMasHOCT (cboTBETHO 6,3% cpeuty 5,6%), rnasoGonue (5,2% cpeury 3,9%), 3anex (4,6%
cpetty 2,6%) u ceHAMBOCT (3,4% cpeiny 2,2%) ¥ BUCOKO KpLBHO Haaaraxe (4,1% cpeimy 2,8%).

Hexenanure iekapcTBeHH peakund, NocoyeHH B TabnHLaTa no-A0/y, ca perueTpHpaj
KIMHHYHH TTPOYUBAHMS C MEMAHTHH H Clie]l ITycKaHeTo My Ha nasapa. [1pu Beaxo
3aBHCHMOCT OT YECTOTATa, HEXKETAHHTE JICKAPCTBEHW Peakiuy ce H3GpoasaT B HH
OTHOLIEHHE HA CEPHOZHOCTTA.



HexenanuTte ekapCTBEHH PEAKLHH Ca KATErOPH3HPAHH CHIIACHO CHCTEMO-0PTaHHH KTACOBE, KaTo Ce
M3MON3BA CAEAHATA KOHBEHLNA: MHOTO stecTd (> 1/10), uectu (= 1/100 mo < 1/10), Heuectn (= 1/1000
ac < 1/100), peaxu (> 1/10 000 zo < 1/1000), Muoro peaxu (< 1/10000), ¢ HenspecTHa 4ecToTa (NpH

HaNWM4YHHTE JaHHY HE MOXKE [a CC HanpaBH oueulca).

CucTeMo-opraneH Kaac 4eCToTA CTpaHHYHH e(eKTH
Hndexunn v nadecTaumm Heuectn I'e6HuHN HHBEKIHH
HapyieHnsa Ha MMYHHATA HecTu CBpBbXUyBCTBUTEIHOCT KbM
CHCTEMA JieKapcTBa
TcHXHYHK HapyLUEHHS Yectn CBbHIMBOCT
T
Heuectu O6BpKaHOCT, XATIOLHHALHH

C HeM3BECTHA YeCTOTA

2
[McnxoTHHYHH PeaKLHH

Hapyuienus Ha HepBuaTa

Yecth

3amasHOCT, HapYILUEHHE Ha

CHCTEMA PABHOBECHETO
Heuectn Hapyiena noxoaka
MHoro peaku ['epuoBe
ChpAeuHH HapylUIeHH:A Heuectu Cepaoedna HeAOCTaTBYHOCT
CbroBY HapyLIEHHS Yectu XHAEPTOHHA
Heuectu Benosna
TpoMBo3a/TpoMboeMb0IHIBM
PecnupaTopHu, rpbaHH H YecTn HucnHes
MeOHaCTHHANHH HapPY11CHH:A
Cromamno-upeBHH Hapymenug | Yectu 3anex
HeuecTtn Iospeane
C HEH3BECTHA YECTOTA naHeraTHT2

YepHoapoOHO-KTbYHH
HapylIEHUs

Yecrn

TMosHLIeHH CTOAHOCTH Ha
4epHOAPOGHHTE EH3HMH

C "eH3BeCTHA YecToTa

Xenartur

O6uu Hapywenus ¥ ePeKTH Ha
MSACTOTO HA TIPHIIOXKEHHE

YecTH

I'nasobonue

Heuectn

Vmopa

! XamoLnHauuy ca HaG/HOIABAHK [ABHO NPH TTALMEHTH ¢ Teskka Gopma Ha GonecTTa Ha Anuxaiivep.

? Usonupann ciyuaH, choBlLIABAHH B IOCTMAPKETHHIOBHS OTIHT.

BosecTTa Ha AauxadMep ce CBBP3Ba ¢ IENPECHA, CYULIHAHHK HASH W OMUTH 3a camoyOuiicTeo. B
MOCTMAPKETHHIOBHA ONHKT ¢e ChoOLIaBaT TAKHBA CTyYaH MU [TALHEHTH, NEKYBaHH C MEMAHTHH.

Crobuiasase Ha NOJO3MPAHY HeXeIaHH PeakiliH

Crobuiasanero Ha NOA0ZHPAHN HEXKETAHW PCaKilHH Clica pa3pCllaBaHe 3a ynmpeGa Ha JICKapCTBCHHA

NPOAYKT € BaXKHO. Tosa no3ponsARa Aa NpoaBIAKH HaOmMOIeHHETO Ha CBOTHOLIEHHETO nomafpucx 3a
NCKAPCTBCHHA NMPOLYKT, OT MENHIHHCKUTE CMEUMANMCTH Ce H3UCKBA Ja cpobInaBar Beaka
NoAO3HpaHa HeXeiaHa peakLHA upes

H3nbnxduTenHa areHUHA Ao JICKApCTRaTa

yi. ,.,JJaman ['pyes” Ne &
1303 Codua

Ten.: +35 928903417
yeGeaiT: www.bda.bg




4.9 IlIpeaozupane

Hma OrpaHHyYeH OMHT CHC CIIYYaH Ha Npefo3HpaHe B KNMHMYHUTE NpOy4BaHHA H NOCTMAPKETHHIOBHHA
ONHT,

Cumnmomu:

C/TyyauTe Ha OTHOCHTETHO BHCOKO npenosupane (cvotetHo 200 mg 1 105 mg/aeH 3a 3 11u) ce
CBBP3BAT MIIH ChC CHMITTOMH Ha YMOpa, ciaGocT 1/Wii quapus, vnK npotu«ar 6escumiromtuo. B
CITy4ad Ha npemosupade ¢ 203a noa 140 mg HAK NpH HEU3BECTHA [03a NIPH NAUMCHTH CE NpoAsABAT
cummTomuTe, cebp3ann ¢ LHC (06bpkaHocT, CHHINBOCT, COMHOIEHTHOCT, CBETOBBPTEX, Bb30Y A4,
arpecHBHOCT, XAMOLMHALHH M HapyLUeHa NOXOAKA) W/HIIH ¢ TacTPOMHTECTHHAJIEH MPOH3X0]
(moBpbiaHe U NHapHs).

B Haii-Texxkus c/iyuai Ha Mpeao3HpaHe MAUMEHTHT € OLEA [IPH MepopaieH NpHeM Ha o610

2 000 mg memanTHH ¢ nocneagaiy edexty Bbpxy LIHC (10-aHeBHa kKOMa ¢ noc€ABALLA AHILTOTIHA ©
8136yaa). B T03M ciryuail IaUMEHTDT € JIEKYBaH CUMITOMATHYHO 1 ¢ nnasModepesa. [launeHTsT ce ¢
BE3CTRHOBMN 063 ALNrOTpaiHy NOCNeACTBHA.

B apyr cayuaii Ha BHCOKO NpeAo3upaHe ¢ nepopane nprem Ha 400 mg MEMaHTHH NMALUMEHTRT CELIO €
OUEJIAN U Ce € BB3CTaHOBHI. [TauMenTsT € UMan cuMiToMH, cBBp3ani ¢ LITHC, kaTo HecrokoicTaHE,
MCHX033, 3PUTEHH XATIOLMHALIHH, IPOKOHBYJICHBHOCT, COMHONEHTHOCT, CIyNop U Oe3ck3HaHue.

Jevenue:

[1pu npeposupane neveHHeTo Tpadea aa Obae cumnToMaTHYHO. Hama cneuudmved aHTHIOT NPH
MHTOKCHKALIMA M TipeAo3Hpane, 3a OTCTPAHABAHE HA AKTHBHOTO BELUECTBO CE NpHAra CTaHapTHa
KJIHHHYHA npoueaypa, KaTO HanpUMep CToMalllHa NPOMHBKA, aKTHBECH BBIJICH (33 npeaoTepaTiBaHe
Ha MOTEHLMATHA SHTEPOXENATalHa PELMPKYIaLKs), NOBHILABAHE KHCETWHHOCTTa Ha YpHHATA,
3acHJIEHa AUypeza,

B cnyqai«‘l H& IMpH3HaLUH H CUHMIITOMH Ha 06I.l.l0 CBPBXCTHMY/IHPAHE Ha neHTpajiHara HEPEBHA CHCTEMA
(LIIHC), Tpabea aa ce 0OOMHCIH BHUMATEIHO CHMITTOMATHYHO KIHHHYHO JICUEHHE.

5. OAPMAKOJIOTHYHH CBOMCTBA
5.1 <dPDapmMakoaAHHAMHYHH CBOHCTBA
(dapMakoTepaneBTHUHA MPyna: ApYrH Jekapcrea NpoTHe aeMenums, ATC ko NO6DX01.

HapacTsa 6posT Ha QOKA3ATENCTBATA 3a TOBA, U¢ HAPYILEHOTO (PYHKLUIMOHHpAHE HA
TIyTaMaTepruyHaTa HeBPOTPaHCMKMCHA, MO-KOHKPETHO Ha peuentopute 32 NMDA, nonpuHacs KakTo
34 MPOABATA H& CHMITTOMMTE, TaKa W 3a NPOrpecHpaHeTo Ha HOeCTTa MPH HEBPOAEreHepaTHBHATA
IEMEHHHA.

MeMaHTHH € BOATAXK-3aBHCHM, C YMepeH auHHTET H HekoHKYpeHTeH NMDA-peuenTopeH
anraroducr. ToH Momyinpa eeKTHTE Ha NaTOIOrHYHO NMOBHLUEHHTE TOHHYHH HHBA Ha TyTaMara,
KOHTO MOTaT Aa A0BE/AT 0 HapylleHo GYHKUHOHHPAHE HA HEBPOHUTE.

Knunuvnu npoyvsanua:
I1pu npoBeAcHO OCHOBHO ITPOYYBAHE ¢ MOHOTEPAIHSE NPH rpyTa NalHeHTH, C’l"paﬂ,aLLl
TexKa cTeneH Ha DonecTra Ha Anlixaiimep (M3x0AeH 001 CKOp OT MHHHM M3C/IeABaHE S It
cratyc (mini mental state examination) (MMSE) npn ocHoBa 3 no 14) ca npocaeagye®
252 amBynatopHu naunenTH. [TpoyuBaHeTo neMoHCTpHpa GnaronpuaTHHUTE ede
MEMaHTHH B CpaBHeHHe ¢ rutaledo B NPoaBIKEHHE Ha 6 Meceua (aHanH3 Ha Habn




33 BIICYAT/IEHHETO HA KIMHULMCTA 3a NpoMaHa Ha 6asata Ha pasroeop (clinician’s interview based
impression of change) (CIBIC-plus): p = 0,025; cbBMecTHO NpoyuBanse Ha GoaecTTa Ha Asuxaimep —
exenHeBHH aeiiHocTH (Alzheimer's disease cooperative study — activities of daily living) (ADCS-
ADLsev): p = 0,003; Gatepns 3a TexKKM yBpexaaHHs (severe impairment battery) (SIB): p = 0,002).

Tlpu npoBenero OCHOBHO NPOYUYBAHE ¢ MEMAHTHH KATO MOHOTEPANKS MpPH JeKa 10 YMEpeHa CTENCH Ha
GonecTra Ha Anixaiimep (M3xoneH o6y MMSE-ckop npi ochosa 10 a0 22) ca obxBaHaTH

403 naumentH. EheKTHT NpH NeKyBaHUTE ¢ MEMAHTHH NALMEHTH € CTATHCTHYECKH 3HAUHMO N0-100bp
B CPABHEHHME C TO3M NPH AEKYBAHHUTE ¢ MAaLeb0 MalHEeHTH NO OTHOLICHHE Ha OCHOBHMTE TOUKK: CKasla
3a OlLleHKa Ha GonecTTa Ha Anuxaiimep (Alzheimer’s disease assessment scale) (ADAS-cog) (p =
0,003) u CIBIC-plus (p = 0,004) npe3 24-Ta ceAMHLA MPH NOCAEAHOTO MpoBeAeHo Habaoaenue (last
observation carried forward) (LOCF). Ilpu apyro npoy4saHe ¢ MOHOTEpanus Ha Jieka A0 ymMepeHa
cTeneH Ha GonecTTa Ha AnuxaiiMep ca panaomusupany oSuo 470 nalmeHTh (u3xoaer 06w MMSE-
cKop npy ocHoBa 11 mo 23). Tpu npocneKTHEHO AehHHHPaHNA TBPRHYEH aHAIH3 npe3 24-Ta ceMHLA
HE € NOCTHIHATA CTATHCTHYUSCKA 3HAUMMOCT HA TbPBHYHA e(PUKACHOCT.

Ipu MeTa-aHAM3 Ha TALMEHTH ¢ YMEpEeHa JIo TeXKa cTerneH Ha GosecT Ha Anuxadkimep (o6ux MMSE-
CKOp TIPH OcHOBa < 20) oT urecT miauefo-KOHTpoNHpaHy, 6-MeceuHn npoyusaHus, dasa 11
(BKAIOUBALLH TIPOYHBAHHS C MOHOTEPAIUS ¥ TIPOYYBaHUS NIPU MALMEHTH HA OCTOAHHA 1033
ALIETHTXOTHHECTEPA3HHM HEXMOUTOPH) CE YCTAHOBSEA, Y€ ChLUECTBYBA CTATHCTHYECKH 3HAUMM edexT B
MOJ13a HA IEYEHHETO C MEMAHTHH 3a KOTHWTHBHATA, rnobannara H dpyHkuuonanuara chepa. [Tpy
MALMEHTH ¢ MPHAPYXABALLO BAOLIABAHE BB BCHUKUTE TPH ChepH, pe3yTaTiTe noKassar
CTATHCTHYECKH 3HAYHM €(EKT OT MEMAHTHH, TIPeJOTBPATABALL BJIOMIABAHETO, KATO ABA METH NOBEYE
OT TPETHPAHHTE € MNTALE6O NAUMEHTH IEMOHCTPHPAT BIIOLIABAHE BB BCHHKHTE TpH Cepn B
CpaBHEHHE C JeKYBAHHTE C MeMaHTHH nauvesTH (21% cpewy 11%, p <0,0001).

3.2 @apMaKOKHHETHYHH CBoHcTBA

AGcopbuua
MemanTHH HMa abcomoTHa GronanuynocT npubansntenuo 100 %. Ty e Mexy 3 u 8 waca. Hama
HAaHHH, Y& XpaHaTa [OBJIUARA a600p6u1«15rra Ha MEMAHTHH.

Paznpeneneuue
HuernuTe no3u ot 20 mg BOAAT A0 CTALUHMOHAPHH NAA3MEHH KOHUEHTPALHH Ha MEMAHTHH, KOHTO

sapupart ot 70 a0 150 ng/mi (0,51 Muxkpomon) ¢ roneMu MexayHHAMBIIYanHu pasnuyus. Koraro ce
TIpUAAraT AHEBHM JJ03H OT 5 10 30 mg ce H34HCIIABa CPEAHO ChOTHOLUEHHE LepeOPOCNHHAINA TEHHOCT
(LUCT)Ycepym 0,52. OGemsT Ha pasnpeaenenue e npubnusurenso 10 I/kg. Oxomno 45 % ot
KOJIHYECTBOTO MEMAHTHH € CBbP3aHO C NNa3MeHHTe OeNThLIH.

BuoTpancdopmanig

TTpu uoseka okono 80 % oT unupKyaupalumte GOPMH Ha MEMAHTHH ca noA GopMaTa Ha U3XOAHOTO
crearHeHye. [ aBarTe MeTaboNUTH NpH YoBeka ca N-3,5-TMMeTHI- TTyJaHTaH, H30MEepPHATa CMEC Ha
4- ¥ 6-XHAPOKCH-MEMAHTHH U 1-HUTPO30-3,5-aumeTHN-aiaManTad. HuTo eaun o Te3u MeTabonuTH
He npoasasa NMDA-aHTaroHHCTHYHa akTHBHOCT. He e oTkpuT uutoxpom P 450 karanusupan
MeTabONHIEM in vitro.

Ipu npoyuBaHe ¢ nepopanHo Npuiarax "C-memanTuH, cpenno 84 % oT f03aTa ce Bb3CTAHOBSABA B
pamkuTe Ha 20 nHH, KaTo noseue oT 99 % ce ekckpeTHpa npe3s 6x0peunTe.

Enumunupane




Bs6peyHHAT o6MeH BiUIOUBa ChILe TYOyNHa pe30pOUHA, KOSTO BEPOSTHO € ONOCPEICTBAHA OT
KaTHOH-TpaHcnopTHpailH Sentbun. CTenenTa Ha 6EO0peYHO €NTUMHHHPAHE HA MEMAHTHH B YCIOBUATA
Ha AJIKAJIHA yprHA MOXe Ja Obae HamaneHa 7 20 9 bTH (BK. Touka 4.4). ANKaNM3HPaHeTo Ha
ypHHaTa MOe Aa ce Ab/IKH Ha JpacTHYHY TPOMEHH B IMETATA, HAPHMEDP OT MECHA KbM
BereTapuaHcka AMEeTa, TN HA MACHBEH NPHEM HA ANKAIH3MpaiLK cTomMallil Sydepw.

JunelHoCT
[TpoyuBaHuaTa npy A06POBONLHM NTOKA3BAT JIHHEHHA (HapMAKOKUHETHKA B J030BHA AHMana3oH ot 10 1o
40 mg.

Bps3ka dapMakokuHeTHKa-apMakoIMHAMMKA

MMpu poza 20 mg MEMAHTHH BEAHBK JHEBHO HUBATA B LiepeOpocnHHAIHATA TEUHOCT OTrOBApAT Ha
croiiHocTTa ki (ki = KoHCTaHTa Ha HHXHOHpaHe) HAa MeMaHTUH, koaTo € 0,5 Mukpomona B Koparta Ha
(poHTanHma 1an npy Yopeka.

5.3 TIIpeaxkIHHHYHH AaHHM 32 GezonacHoOCT

[lpu kpaTKOCPOUYHH NPOYUBAHUA BBPXY IUTXOBE MEMAHTHH, KakTO ApyruTte NMDA-aHTaroHueTy,
NpeAH3BHKBA HEBPOHHA BaKYONU3alMs W Hekposa (JiesvH Ha Olney) camo cnel J03M, BOAELLH A0
BHCOKH NHKOBH CEPYMHH KOHLIEHTPALIMH. ATAKCHA H IPYTH NPEAKIHHHYHY [IPU3HALM NPEALIeCTBAT
BAaKyO/M3aLMATA H HeKpo3aTa. Tbit kaTo edexTHTe He ca HabMoAaBaHM NMpH ABITOCPOHHH
APOYUBAHHS NPH IPU3AYH ¥ HETPH3aUuH, KCTHHHYHATA BPBL3KA C TE3H PE3Y/ITATH € HEH3IBECTHA.

[Tpu npoy4yBaHHA 3a TOKCHYHOCT ca HabNIOAaBaHH MPOMEHJIMBH H3MEHEHHS B OUWTE MPH NOBTAPAILH
ce J03H MPH rpH3aqH U KyHeTa, HO He W NpH MaiiMyHu. CrieurdHunH 0HTATMOCKOTICKH H3C/IeABAHHS
NpH KIHHHUYHHTE NPOYYBAHHA C MEMAHTHH HE Pa3KPHBAT HHKAKBH OYHHM H3MEHEHHS.

Tpu rpusaum e Habmoaaraua docdoannuacsa s fenoapobunre Makpodary nopaayu HaTPYNBaHe Ha
MEMaHTHH B T#3030MHTe. To3u ediekt € no3HaT oT APYrH aKTHBHY BEILECTBA C KATHOHHH aM(HpHIHH
CBOMCTBA. BEpOATHO CHILECTBYBA BPb3Ka MEKAY TOBA HATPYNBAHE H BaKyoIH3aluusTa, HabmonasaHa
B Benute apobose. Toswn edexT e HabNOAABAH CAMO IIPH (PHJATaHE Ha BUCOKM J03KW NPH MPU3auH.
KiiHHMYHATA 3HAYHMOCT Ha TE3H PE3YATaTH HE € H3BECTHA.

He e ycTaHOBEHAa M€HOTOKCHYHOCT HA MEMAHTHUH Clief] M3CTeABaHe No CTAHJAPTHH METOANKH. Hima
JAHHH 32 KApLIMHOTEHHOCT MPH A0KHBOT-NPOAB/LKUTENHA NPOYYBAHWSA NTPH MULIKH H MUTBXOBE,
MeMaHTHH He e TePaTOreHeH MpH IUTEXOBE H 3ailH, IOPH W B A03H, TOKCHYHM 3a MaifkaTta, 4 He ca
otOena3aHH HeKENTaHH JIeKAPCTBEHM PeakLMK HAa MEMaHTHH Bbpxy (epruaurera. [Ipn nuibxose e
o10esI13aH0 NOHIKABaHE Ha (DETATHOTO Pa3BHTHE NPH HHBA Ha SKCTIO3HLHA, KOHTO Ca HACHTHYHH HITH
MaJIKO MO-BHCOKH OT TE3H HA €KCIIO3HLMATA [IPH XOpa.

6. OAPMANEBTUYHH JAHHH

6.1 Cnmchk HA TOMOIIHNATE BelIECTRA
Kanuer copbar (E202)

Copouron (E420)

[peuucrena sona

6.2 HecnrBMeCTHMOCTH

Hernpunoxumo.

6.3 Cpok na roanocrt




2 roguHHu.
Cnen orBapsHe ChALPXaHHETO Ha GyTuAKaTa TPAOBA Na ce ynoTpebu B paMKuTe Ha 3 Meceua.

6.4 Cnennajng ycioBHS HA CbXpPAHEHHE

To3u nexapcTBeH NPOAYKT HE H3UCKBA CNEUHANHH YCIOBHSA Ha ChXpaHEHHE.

6.5 Bwuau chabpkaHHe HA ONAKOBKATA

Kadasa cTexnena 6ytunka (Xuaponutruen knac 1), cvabpaxkaia 50 ml umn 100 ml pasrsop,
3aTBOpPEHA C NOAWETHNEHOBA BHHTOBA Kanayka W NpeanaseH npuLCTeH. byTHKaTa ¢ IMCTOBKATA 34
nauMeHTa M 403Hpallara noMmna (B HaitnoHoRa TopOHUKa) ca ONnakoBaHH B €AHHHYHA KAPTOHEHA
KyTHA. [ laBaTa Ha 1034pallaTa moMna HMa JBe NOJIOJKEHHA — 33 3aKJIF0YBaHE H OTKITIOUBAHE.

He Bcuukd BUOBE OMAKOBKH MOJXKE Ja Ca MyCHATH B Npoaaxkda.

6.6 CHenna/JIuu npeanasHd MepKH NpH H3XBLpJsSHe H pabora

ITpeam na ce u3non3ea 3a MbPBH BT, AO3HpaLLATA TOMNA TpAOBa /1a ce 3aBHHTH BLPXY OyTunkata. 3a

Ja ce OTCTpPaHH BHHTOBATA Kanauka ot OyThikara, T4 TpsOBa Ja ce 3aRbpTH B [10COKa, 00paTHa Ha
YaCcOBHHKOBATA CTPEAKA, JO MRJIHOTO # oTBHBaAHE (uT. 1),
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MonTHpaHe Ha J03WpallaTa nomna BLpxy GyTunkara:

Hosupawara nomna TpadBa a ce W3BaAH OT NONUETHIIEHOBATA ONaKkoBka ((ur. 2) M aa ¢e NOCTaBH
BEPXY OyTH/IkaTa, KaTO INacTMacoBaTa TpbOHYKa ce MbXHE BHUMaTe HO BETpe B OyTunkara. Cren
TOBA, KATO C€ NPHIbPXa KbM rbpAoTo Ha OyTHiKaTa, JO3UpallaTa roMna TpA6Ba Aa ¢e 3aBUHTH 10
MOCcoKa Ha YaCOBHMKOBATA CTPE/iKa, JOKATO ce 3aKkpenH 3apaso (¢ur. 3). 3a npenHasnaveHaTa
ynoTpeba AO3MpAlLATa NOMITA Ce 3aBHHTBA CAMO BEJHBK, NPeaM Aa 3aN0YHe 1a C& H3MOJ3Ba, H He
TpAOBa HUKOra Zia ce OTBHHTEA.
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HznonseaHe Ha Jo3vpalnaTa nomna 3a A03UpaHe:

['nasara Ha Ao3MpaliaTa NOMINA HMa ABE NO3KHLMH H € JIECHO Ja Ce 3aBLPTH — B NOCOKa, o0parHa Ha
YaCOBHHKOBATA CTpeSika (OTBOpPEHA MO3ULIHA), H B IOCOKA HA YACOBHHKOBATA CTpeNKa (3aTBopeHa
no3uLKA). [asara na mo3upallara nomMna He TpAGBa Ja ce HaTHcka HaJony, IOKaTo € B 3aTBOpPEHa
TIO3HLIHA. Pa3TBop1>'r MOKE 1a ce OTMEpBA CaMO B OTBOPEHA NO3ULHA. 3a [a ce HarpaBHW TOBd, riasara
Ha A03MpawiaTa rnoMmna Tpa6ea fa ce 3aBbPTH 0 YETHPHIECET W TET Fpagyca 1o NocoKaTa Ha
CTPEJIKaTA, JOKATO CE YCETH CLIPOTHEA ((ur. 4).

4.

Ho3upauiata noMna e rotoea 3a ynorpeGa.

[logrotoska Ha A03MpaliaTa MOMNA:

Koraro ce u3nomnsea 3a NbpeH NBT, A03HPALIATA MOMITA HE OTMEPRA TOYHOTO KOJTMYECTBO NepopaiieH
pasrBop. 3atoea nommnara TpAdea na Obae nMoaroTseHa (3apeaeHa), KaTo JO3UPAILATA Iaea Ha
NoMIara ¢e HaTHCHE AOKpail Hagony NMeT NbTH nocneaoeatento (gwur. 5).




[TomyyeHUAT NpH Tasu Npoleaypa pasTeop ce H3XBbPAA. Cleasaltid MbT, KOraTo r1aBaTta Ha
AC3IHPALLATA TOMIIA C& HATHCHE HOKpaii Hagony (EKBUBAIEHTHO Ha | U3MOMNBAHE HA MOMINATA) T
OTMepsa TouHata ao3a (1 u3nomnaaHe Ha noMnara e ekpueagsedtHo Ha 0,5 ml nepopanen pasreop
ChbPKa OKOJIO 5 Mg OT AKTHBHOTO BELLECTBO MEMAHTHHOB XMAPOXJIOPHI; dur. 6).

6.

[lpaBunua ynotpeba Ha o3mMpalnaTa nomna;

ByTunkara Tpabea na ce nocTaBd BBPXY TIOCKA, XOPHIOHTANHA NOBBPXHOCT, HANPUMEP BBPXY Maca,
H Ja c€ H3MOMN3Ba CaMO BbB BEPTHKANHO nonokerwe. [loa HakpalHHKA C€ NoCcTaBs 4Yallla ¢ MAIKO BOAA
HJTH JIBKHUA H [1aBaTa Ha Jo3KpailaTa nomna Tpalea 1a ce HATHCHE € EHEPrH4HO, HO OTMEPEHO H
YBEPEHO ABokeHHe (He npekaieHo HaBHO) npaeo Hazoy Ac cnupane (dur. 7, ur. §).




I'nasata Ha A03MpalLaTa noMia moxe aa Obae ocBofoAeHa K € TOTOBA 32 CNIGABALLIOTO H3MOMIIBAHE,
Jozupauiara noMa Moxe Ja ce H3MO/I3Ba CaMo ¢ Pa3TBOP HA MEMAHTHH XHAPOXIOPHIL B
npenocTaBeHaTa GyTHIIKa M HE MOXKE J1a C€ ITPUIara ¢ JPYrH BELIECTBA M ONIAKOBKH. AKO ToMnaTa
He HYHKIIHOHHMPA KAKTO € OMHMCAHO NPH MpefHa3HayeHaTa ynotpeba u B CbOTBETCTBHE C
MHCTPYKUMHTE, NaLMeHTHT TpaGBa 1a ce KOHCY/ITHpA ¢ JIeKYBalHs JIEKap Wi (apMallieBt.
Hosupawara nomna Tpadea Ja ce 3aTapa cnes ynorpeba.

B}’THHK&T& ¢ MOHTHp&HAaTa NoMia MOKe Ja C¢ ChbXPaHaiBa ¥ TpaHCopPTHPa CaMO BB BCPTHKANHO
MOJIGKEHHE.

HeH3non3sauusT IEKapcTBeH NPOAYKT HIH OTTIAZBYHHTE MaTePHaITH OT Hero TpAGRa Aa ce U3XBBPAAT

B CbOTBETCTBHE C MECTHHTE W3HCKBaHHS.

7. MPHUTEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.

ul, Pelplinska 19, 83-200 Starogard Gdanski

IMonwa

8. HOMEP(A) HA PASPEINEHHETO 3A YIIOTPEBA

Per. Ne 20130398

9. JIATA HA ITBPBO PA3PEIMMABAHE/MIOAHOBSIBAHE HA PASPEIIEHHETO 3A
YIMOTPEBA

Hara na mopBo paspewasane: 05.11.2013

Jata Ha nocyieaHo noaHosasane: 09.08.2018

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA




