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1. UME HA JJEKAPCTBEHUS ITPOIYKT
MEKCHA 10 mg puimupanun TabrieTku

MEXIA 10 mg film-coated tablets | w2 EY VL B

2. KAYECTBEH U KOJIMMECTBEH CbCTAB { P A2 V4 16 -04- 2005

Beska ¢unmupana Ttabnerka chabpka 10 mg MeMaHTHHOB XMIpOXJopua (memantine hydrochloride),
eKkBUBaJICHTHH Ha 8,31 mg MmemaHTHH (memantine).

[IoMOILIIHO BE€LIECTBO ¢ U3BECTHO JICHCTBHUE:
JlakT03a MOHOXHMAPAT................ .82,83 mg

3a MbJIHUA CIIMCHK Ha NMOMOIIHUTE BelllecTBa BHKTe Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounmupana Tabnerka.
Benu mo moutH OGenu mpoabiroBaTH (UIMHpaHW TaOJIETKH, CTECHEHHM B cpedaTa, ABOMHO H3IbKHAIIM, C
JIEJIMTENTHA YepTa OT JABETE CTPaHH Ha TabyeTkara.

Tabnetkata Moxe Aa 6bae pa3/ieNieHa Ha BE PaBHH JI03H.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKa3aHHA

JleueHue Ha MALMEHTH C YMEPEHa J10 TeXKa CTerneH Ha 00necT Ha AmuxanMmep.
4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jleuenunero TpsaOBa Aa ObAe 3anoyHaTO U HaOMKOAaBaHO OT JIEKAP C OMMUT B JUArHOCTULIHPAHETO H JIEYEHHETO
Ha neMeHuuATa Ha AnuxaimMep. Jleuenuero TpaOBa na Obae 3anmo4yBaHO, caMO aKO HMa JIMLE, KOETO Ja ce
rpHKM 3a OOJIHUA M PEAOBHO /1a CJIEAW MPHEMa Ha JIEKapCTBEHUA MPOAYKT OoT mauueHTa. /lnarnosara tpsdsa
na OBOe mnocraBeHa B CHOTBETCTBHE CBbC CBBPEMEHHUTE IWArHoCTHYHH npuHUMNU. [loHocuMocTTa W
J103UpaHeTO Ha MEMAHTHH (memantine) TpAOBa Ja ce MpeoLeHsABa PEryJApHO, 3a NMpeAnoYuTaHe B paMKHTE Ha
3 Mecewia ciej 3anoyBaHe Ha JneyeHuero. Cnea ToBa, KJIMHHYHATA 110J13a OT MEMAHTHH M MMOHOCUMOCTTa Ha
NnalMeHTa KbM JICUEHHETO, CJie/IBa Jla Ce MPEeOoLEeHABAT peryJjiapHO, B CbOTBETCTBUE C aKTYaJIHUTE KJIMHUYHH
pbkoBozcTBa. [ToaabpkamoTo neueHHe MoXKe a NMPOABIDKH, I0KATO TepaneBTHYHA I10J13a € 3a/J0BOJIMTENIHA H
MalMEHTA MOHACA JIEYEHHETO ¢ MEMAaHTHUH. AKO ca Ha JIMLE J0Ka3aTeJICTBA 3a OTMaJaHe Ha TepareBTHYHUS
e)eKT WIM aKO MAUMEHTHT HE MOHAacA JieueHWeTo, TpsAdBa na ce OOMMCIIM NpeKpaTsBaHe Ha JIEYEHHETO C
MEMAaHTHH.

Lo3upoBka

Bvspacmmuu:

Tumpupane na oozama

MakcumanHata JHeBHa f103a € 20 mg AHEBHO. 3a 1a c€ HaAMaJIi pUCKa OT HEXEJIaHHW JIEKAPCTBEHH pEaKLMH,
noAabprKaLaTa 103a ce JOCTHra 4pe3 MOCTENEHHO yBeJM4YaBaHe C M0 5 mg CeAMHYHO Npe3 IbPBUTE TPH
CEIMHMILIM, KaKTO CJIe/IBa:

Ceamuua 1 (nen 1-7):




[TlaupenTsT TpAOBa Oa npHeMa nojoBHH ¢unmupada tabnerka MEKCHUA or 10mg (5 mg) nHeBHO B
Npoab/HkKeHHEe Ha 7 AHH.

Cenmuua 2 (nen 8-14):
[MaunenTsT TpaGBa Ja npueMa enHa ¢unMupaHa tabnerka MEKCHUA or 10mg (10 mg) anesHo B
MPOABJDKEHHE HA 7 OHH.

Ceamuua 3 (aen 15-21):
[MaumentsT TpabBa Aa NpHeMa eHa U nosnosrHa dunmupana rabnerka MEKCHA or 10 mg (15 mg) nHeBHO B
NPOAB/DKEHHE HA 7 JHH.

Ot cenMHuLa 4 HATATHK:
[TaunenTsT TpadBa Aa npuema aee Gunmupanu tabnetku MEKCHA ot 10 mg (20 mg) nHeBHo.

Hoodwvpxcawa oosa
INpenoppuBaHaTa nogbpikatila 103a ¢ 20 mg JHEBHO.

Cne HH IOy JIALHH

Hayuenmu ¢ cmapuecka ev3pacm

B13 ocHOBa HAa KIMHMYHHTE IIPOYUBAaHMA, IPENOpBYBAHATA [HEBHA A03a 3a NallUeHTH Ha BB3pacT Hajl
65 roguHun e 20 mg auepHo (nBe dumMupanu tabnerku ot 10 mg BeAHBXK AHEBHO), KAKTO € [MOCOYEHO Mo-

rope.

Heva u onowu
Ynorpebara Ha MEKCHUS mpu aeua Ha Bb3pact noA 18 roAHHH He Ce NMpenopbYBa, NOPajH JMNCa HA JaHHH
OTHOCHO 6€30MacHOCTTa M eHKACHOCTTA.

Bvbpeuno yepedcoarne

[Tpr malMeHTH ¢ JIeKO yBpeAeHa 6bOpeuHa dyHKUMA (KpeaTHHHHOB WIHpbHC 50-80 ml/min) He ce Hanara
apanTHpaHe Ha no3ata. Ilpu namentd ¢ yMepeHo OnOpedHo yBpexaaHe (KpEaTHHHHOB KIHpPBHC 30-
49 ml/min) auesnaTa po3a Tpabpa na Onae 10 mg. Ilpu nobpa noHocuMoct, cnea Hai-Manko 7 AHEBHO
nedeHHe, A03aTa MoxXe aa 6nae yrenugeHa no 20 mg/aeH, CRIIaCHO CTaHIapTHaTa cxeMa Ha TuTtpupane. [lpn
MALMEHTH € TEXKO 6BOpeYHOo yBpexaaHe (KpeaTHHHHOB KIHPBHC 5-29 ml/min) nuernara ao3la Tpabea na 6vae
10 mg.

Yeproopobro yspexwcoane
[Tpy nauMeHTH ¢ Nexo WIM YMEpeHO HapylueHa uepHoapoOHa ¢yHkuma (krac A m B no Child-Pugh) ne e
HeoOXORMMO ajamnTHpaHe Ha ao3ata. HaMa paHHM 3a ynmorpebaTa Ha MEMaHTHMH NIPH NALMEHTH C TEXKO
yepHoapobHo yBpexzaaHe. He ce npenoppusa npwioxenwero Ha MEKCHUA npr nanmeHtd © TeXKO
4epHOApOOHO YBpEKIAHE.

HaupH nHa npuioxeHue
MEKCHS tpabpea na ce mpunara nepopajiHe BeAHBK AHEBHO, NO €IHO M ChIO BpeMe Ha AcHA. PHIMHpaHHUTE
TabyeTKH MoXe Oa OBpaaT NpHeMaHHu ¢ HITH €3 xpaHa.

4.3 IporEBONOKA3ZAHAR

CBPBXYYBCTBUTETHOCT KBM aKTHBHOTO BEINECTBO WIM KbM HAKOE OT NMOMOLUHMTE BEIIECTBA, M3OpPOCHH B
Touxa 6.1,

4.4 Cunenuaans npeaynpexicHas H OpeAna3id MepKH NpH ynoTpeba

IIpenopbh4Ba ¢e NOBHIIEHO BHHMAaHHME NpH MALUEHTH C CNHNENCHA, aHAMHE3a 32 MbpPUOBE HIM MAIHEHTH C
nmpeApa3snonarainy GakTopH 3a enuiencus.

Tpabea na ce u3bArea egHOBRpeMeHHaTa yroTpeba Ha aHTaroHHCTH Ha N-metmi-D-acnmaprar (NMDA), kato
aMaHTAa[VH, KETAaMHH HiH AexcTpoMeTopdaH. Te3n creanHeHns NeHcTBAT BEPXY CHIATa peLEeNTOpHa CHETeMa




KAaTO MEMAaHTHH, H CJEJI0BATE/IHO HEXeNaHUTe peaklHn (CBbp3aHM IJIABHO € LICHTPAIHATA HEPBHA CHCTEMA
(LTHC)) Moxe aa 6BaaT mo-4ecTH | NO-CHIIHO M3pa3eH (BX. Touka 4.5).

Hskon ¢akTopH, KOHTO Moxke Aa mopuiuiat pH Ha ypuHata (BxX. Toyka 5.2 “EnummnHupane”), Moxe [a
HaJI0XAT BHHUMATEHO NpocneAsBaHe Ha nanueHTa. Te3n GakTop BKFOYBAT APAaCTHYHM NPOMEHH B IHETATA,
HAIIPUMEp OT MECHA KbM BETETAPHAHCKA JMETA, WIM MacHBEH MPHEM Ha alkalM3HpallH cToMamHM Oydepw.
OceeH ToBa pH Ha ypuHaTa MOXKe Ia ce IOBHIUHK NpH ChCTOAHUA Ha OnOpeuHa Tybynapna auynosa (bTA) nim
TeXKH HH(EKLIMHA Ha OTACIMTENIHATA CUcTeMa ¢ Profeus bacteria.

B noBeyeTo KIMHHYHM NPOYYBAHHA NMAlHEHTH CHC CKOPO NpekapaH HHPapKT Ha MHOKapaa, JeKOMMEeHCHpaHa
3acToltHa cepfeuHa HepocraThuHocT (knac no NYHA III-1V) win HexoHTpo/HpaHa XWNepTOHMsA ca Ouny
H3Kmo4YeHH. BeneacTene Ha ToBa HMa caMO OTpaHH4eHH JaHHH M MALMEHTHTE ¢ TAKHBA ChCTOSHUA TpAbBa na
OBbaaT OpocneAsBaHH RHUMATENHO.

MEKCUS cpaspXka sakTo3a MOHOXHApaT. IlaumeHTH ¢ pEeAKH HACICACTBCHHM NpoOIeMH Ha IanakTo3Ha
HEeMOHOCHMOCT, Lapp nakrazeH AeQUUHMT WM IIOKO30-TalakTo3Ha Manabcopbuua e Tpabsa na npHeMat

TOBA JICKAPCTBO.

4.5 B3anmoelicTBAE ¢ APYIH ACKAPCTBCHHA NPOAYKTH H APYrH GOpPMH Ha B3IAHMO/1¢HCTBHE

[Topanu ¢papmMakonoryiHUTe CPEKTH U MEXaHH3Ma Ha NeACTBHE HA MEMAHTHH, MOXe Jia BbIHMKHAT CIIEJJHHTE

B3aUMOICHCTBHA:

- Hauuuwt Ha peifcTBME NaBa OCHOBAaHMA Ia Ce npexanonara, 4e edekTure Ha L-gona, nonaMMHepruuHuTe
arOHHCTH H AHTHXOJIMHEPrHYHHMTE CpeAcTBa MOXe Aa ObJaT 3aCHICHH NpH €IHOBPEMEHHO JICHUEHHE C
auTaroHucTH Ha NMDA karo memaHTHH. Edexrure Ha OapbOHTypaTHTe H HEBpPONENTHLHTE MOXE [a
ObJaT HaManeHH. EXHOBPEMEHHOTO IPUNOKEHHE HAa MEMAHTHH H CMa3MONHTHYHH CpeACTBa, JAHTPOJICH
wim 6aknodeH MoXKe 1a H3IMEHH ASHCTBUETO UM M TOBa a HAIOXKH KOPHTHpaHe Ha J03aTa.

-  EnnoBpeMeHHaTa ynorpeba Ha MeMaHTHH W aMaHTaaHH Tpabpa na ce M3barea nopagw pHCK OT
dapMakoTOKCHYHA ncuxo3a. M aBere chenMHEHMA MpeACTaBNIABAT XHMHYHO CPOAHH aHTarOHHCTH Ha
NMDA. CrinoTro Moxke Aa ce OTHacd 3a KeTaMHMH M aekcrpoMetropdan (Bx. Touka 4.4). [Iybankysan e
eIMH KIIMKHYEH CITy4aii 3a BEpOATEH PUCK H NpH KoOMOHMHALMATAa HA MEMAHTHH H QEHMTOHH.

-  JIpyrd aKkTHBHH B€INECTBA, KaTo LUMETHAMH, PAHHTHIMH, NPOKAHHAMHA, XMHHAHH, XHHHH H HHKOTHH,
H3MO3BAIM ChlllaTa OBOpedHa CHUCTEMa 33 KATHOHEH TPAHCIOPT KAKTO AMaHTaAWH, € BB3MOXHO N3
B3aMMOACHCTBAT C MEMAHTHH, KOETO BOAM /10 NOTEHIHAIEH PHCK OT NOBHIUABAHE HA NUIa3MEHHTE HUBA.

-  Hma BepoATHOCT 3a NOHWXKARAHE HA CEpYMHOTO HMBO Ha xuapoxuopoTnasua (HCT), koraro MeMaHTHH
ce nmpunara egHospeMeHHo ¢ HCT nnn ¢ komGuHauma, koato sxnoysa HCT.

- B mocTMapkeTHHroBUS OfMUT MMa CHOOINEHHA 32 H3OJHPAHH CIy9aH Ha MOBHIIEHO MEXIYHBApOIHO
HopMaTH3HpaHo oTHolueHHe (INR) npu naumeHTH, KOMTO €a JIEKyBaHH €/IHOBPEMEHHO C Bap(apuH.
Bbopeku 4e He € yCTaHOBEHAa NPHYHHHO-CNCACTBEHA Bpb3Ka, MNPENOPBUHTENIHO € BHHMATETHO
npocnenspaHe Ha npotpoMbunosoro speme wiK INR npu nanmeHTH, KOMTO C€ NIEKYBAT €AHOBPEMEHHO C
[IEpOpaIHH AHTHKOAryNaHTH.

[Tpr dapMakoKHHETHHUHHM MPOYUBAHHMA, [PH €IHOKPaTHAa N03a, NMPH MJaa¥ 3ApaBH OoOpoOBONUM HE ce
Habmonasar 3HAYHMH B3aHUMOICHCTBHA MEXOY AKTHBHHMTE BEIECTBA Ha MEMAHTHH W rnubypun/MergopMuH
WJIH JOHENCINN.

B xnMHWMHO npoy4BaHe MpH MIIagH 3[paBd JHLUA He ce Hab/mogaea 3HA4YMM e(pekT Ha MEMAHTHH BBbPXY
(hapMAKOKMHETHKATA HAa MAJIAHTAMMUH.

MemaHTHH He uHXHOupa in vitro CYP 1A2, 2A6, 2C9, 2D6, 2El, 3A, ¢naBuH-cpABpKaLIATA
MOHOOKCHUT€Ha3a, eNOKCHA-XHAPOaazaTa Wi cyNpOHHUPAHETO.

4.6 (DepTEIATET, OpeMEHAOCT B KbpMEHe
bpeMeHHOCT

Hama panuwm 3a ﬁpeMEHHH, JIEKYRAHH C MCMAaHTHH. HPOY'-IB&HHHTH NpH XXHBOTHH Ca NOKa3JlH BLIMOKHOCT 3a
HaMaJICHO BBTPEMATOYHO PA3BHTHC INIPH HHB& Ha CKCNO3HMIMA, KOWUTO €A HACHTHYHH -




COPAMO €KCIO3HLMATA MpH 4oBeKa (Bx. Todka 35.3). IloTeHUHanHHAT PHUCK IIPH XOpa HE € H3BECTEH.
MeMaHTHH He TpaOBa aa ce U3NoN3Ba NpH OPEMEHHOCT, OCBEH B CITyYal Ha KaTeropuyHa HeoOXOAHMOCT.

KnpMeHe
He e H3BecTHO JalH MEMAHTHH CE€ EKCKpETHpa ¢ YOBELIKOTO MIIKO, HO KaTO C€ HMa NpPEABH]L NANOQHIHOCTTA

Ha BCIUCCTROTO, TOBA € TBBPAC Bb3IMOXHO. }I{EHHTE, KOHTO IIPHCMAT MEMAHTHH, HC Tpﬂﬁﬂﬂ nd KbpMAT.

QepTUaHTeT
He ca orfengsaHn HeKeTaHY PEAKLIHN HA MEMAHTHR BhPXY MBXKKHS W XKEHCKU GEPTHINTET.

4.7 EdexTn BLpxy cnocobnoctTa 32 modupase #H paboTa ¢ MAIIRHD

VMepeHa A0 Texka cTeneH Ha Gonecrra nHa AmixaliMep OoOMKHOBEHO BOAM J0 HapyllleHa CIOCOOHOCT 3a
imodupaHe B Browapa cnocobHoctTa 3a pabora ¢ MamwmHH. OcseH Tora, MEKCHA nosnuaea B nexa po
yMepeHa cTeneH cnocoOHocTTa 3a wodupaHe H pabora ¢ MalIHHK, Taka e aMOyNnaTOpHHTE NaUMEHTH TpAGBa
Oa OpOaT npeaynpekJaBaHi Ja BHHMaBaT MHOTO.

4.8 Hexenann JeKAPCTBEHA PeaAKOHA

B KNHHHYHH MPOYYBAHMA NPH JIeKa 0 TeXKa AeMeHLH, BKIOYBAINH 1 784 mauMeHTH, JIeKyBaHH ¢ MEMAHTHH
u 1 595 nanmeHTH, TpeTHpaHW ¢ IUtanebo, ofliaTa uecTOTAa Ha HEXKEIAHHTC JICKAPCTBCHW PEAKUMM IIPH
MEMAHTHH HE Ce paijiMdaBa OT Ta3H MpH Mmiauebo, KaTo HeXeNaHHTE JIEKapCTBEHH peakUHH OOMKHOBEHO ca
nekH 10 yMmepeHH no texect. Hail-yecTo noABABALLKTE C€ HEXENAHH JIEKapCTBEHH PEAKIMM C I0-BHCOKA
JecToTa B IpynaTa Ha JIEMeHHe ¢ MEMaHTHH, OTKONKOTO B Ipynara Ha JieueHue ¢ mnanedo, ca 3aMasHOCT
(crotBeTHO 6,3% cpenry 5,6%), rmarobonue (5,2% cpeury 3,9%), 3anek (4,6% cpeuy 2,6%), cpHIHBOCT
(3,4% cpewny 2,2%) v BHCOKO KpBBHO HayaraHe (4,1% cpeugy 2,8%).

HexenanuTe NeKapCTBEHH peakUWH, NOCOYEHH B TabnMuata no-A0dy, €a PErHCTpPHPaHH M0 BpEME Ha
KIHHHYHHE IIPOYYBaHHA C MEMAHTHH M CJIel T[yCKaHeTo My Ha naszapa. IIpH BCAKO rpynupaHe B 3aBHCMMOCT OT
4eCTOTaTa, HeXKEJITAHMTE NIEKAPCTBEHH peakLMH ce H3OpOABaT B HU3XOAAL pel MO OTHOLIEHHE Ha TEXECTTA.

HexenaHWTe NeKapcTBEHH peaxiMH Ca KATETOPH3HpaHH CBIJIACHO CHCTEMO-OpraHHH KJIaCOBE, KaTo ce
M3IONI3pa CJICAHATA KOHBEHIMA: MHoro udectH (>1/10), wectn (>1/100 mo <1/10), mewectn (=1/1 000 mo
<1/100), peaxkun (>1/10 000 go <1/1 000}, muoro peaxu (<1/10 000), ¢ Hen3secTHa yecToTa (OT HANHYHHTE
JaHHH He MoxXe 12 ObJie HanmpaBeHa OUEHKa).

CHCTeMO-OpraHHE KIAcoBe: YecroTa: Hexxenana JexapcTBeHs peaKiAN:
Undeximu n HHPecTaUHH HeuecTH ['B0HUHHN HHPEKIIHH
HapyuieHus Ha HMyHHaTa CHCTEMA Yectn CBpPBXIYBCTBHTETHOCT KbM
| 1eKapCcTBa
[lcuxHuuu HapyLUCHUA Yecru CBbHAMBOCT
Hegectn O6nvpkaHocT
XamounHauuy'
C HeH3BeCTHa 4ecToTa [TcHXOTHHH peaKiyH’
HapyiueHus Ha HepRHATa CHCTEMA Yectu JaMadgHOCT
Hegect HapyumeHa noxoaka
MHoro peaxH | I'puoBe
CoepaeyHH Hapy IEHHs | Hegecru CrpaedHa HeOCTATBYHOCT
CbaoBH HapyLIEHUSA Yectn XuneproHus
HeuectH BeHo3na tpombo3a/
TpoMO0oeMOOTH3BM
PecnupaTopHH, rpBbAHH H Yectu HAucrnHes
MEJHMACTHHAIIHH HapyllieHHs
CroMalllHO-9pEeBHH HapYLUCHHSA Yectu 3anek
HeuectH [losppinane ]
C uemssectha uectota | IMankpearur’
OO0y HapynieHua 1 epekTH Ha MacToTo | UectH ['nasobonue




| na npunoxenue ) | Hewectn | YMmopa

| XamonuHALME ca HabmoaaBaNH raBHO NMPH NMaUMEHTH ¢ Texka ¢opma Ha 6onecTra Ha Anmxaimep.
2 U30)THpaHH CITy4aH, ChoOIaBaHi B NOCTMaPKETHHTOBHA OITIMT.

Bonectra Ha AnuxaiiMep ce CBBp3Ba ¢ AENpEeCHA, CYMIMAHH HIACH H ONMTH 3a caMoybmiicteo. B
MOCTMAPKETHHIOBHAA ONHT TAKHBA C/TYdJaH ¢e CHo0mAaBaT IpH NALMEHTH, JIEKYBAHH ¢ MCMAHTHH,

Crofmapane Ha HOXKENAHH PEAKI AR

CrobimaBaHeTo Ha MOJO3MPAHM HEKEIZHH PEaxkiMH ClIeA paspellasaHe 3a ynotpeba Ha nexapcTBeHHs
NPONYKT € BaxHo. ToBa N03BONABA O3 MPOABIDKH HaG/IOAEHHETO HA CHLOTHOIICHHETO MOM3A/PHCK 32

JIeKapCTBEHHA MPoXYKT. OT MEOULMHCKUTE CNEUMANHCTH ¢€ H3HCKBAa O3 ChoOLABaT BCAKA MOJO3HPaHa
HeXeNaHa peakuua ape3 ManbnHuTenHaTa areHums no nexapereara (MAJT):

BEBJITAPUA, Codua 1303, yn. Jlaman I'pyes 8
Ten. +359 2 8903417

en. noia: bda(@bda.bg

yeOcaliT: www.bda.bg

4.9 Ilpeno3apane
HmMa orpaHHueH ONHUT ChC CNTy4aK HA NPEAO3IMPARE B KIHHHYHUTE NPOYYIBAHHUA K IOCTMAPKETHHIOBHA OMHT.

Cuvnmomu:

CnydanTe Ha OTHOCHTEIHO BHCOKO Npenosupane (crorsetHo 200 mg u 105 mg/neH 3a Tpn AHK) ce CBHP3BAT
ChC CHMITTOMH Ha yMopa, cnabocT WHnmu auapua, win nporryat 6€3CHMNTOMHO. B ciryuan Ra mpeaosHpaHe, ¢
nosa noj 140 mg MK NpE HeM3BECTHA 4034, NPU MAMEHTHTE C€ MPOABABAT CHMNTOMH CBbp3aHH ¢ LIHC
(0OBpKaHOCT, CHHANBOCT, COMHONICHTHOCT, CBETOBBPTEXK, Bb30y/a, arpeCHBHOCT, XaMOIHHALHA H HapyIlieHa
NOXO/Ka) W/HITH C FraCTPOMHTECTHHANIEH MPOH3XOA (TIOBPBIIAHE H THAPHA).

B nali-Texxkus cnyvall Ha mpeao3sMpaHe NMALMEHTa € OUENAT NpH IepopaneH npHeMm Ha obuo 2 000 mg
MeMaHTHH ¢ nocneapaiiy edextr Brpxy ITHC (10-nHepHa KoMa ¢ nocneaBalna AMINONHS H BL30yaa). B To3u
c/Tydall MalHeHTBLT € JIeKyBRaH CHMITOMATHYHO H ¢ mnasMmodepesa. IlaumenTsT ce ¢ BB3CTaHOBHN 06e3
OTBITOTpafiHH NMOCIEACTRAA.

B apyr cirywati Ha BHCOKO Ipeno3upane, ¢ nepopaned npreM Ha 400 mg MEMaHTHH, NMaLHEATA CHINO € OLEIAN
H ce ¢ Bp3cTaHoBu. [TaupeRTsT € HMan cuMnToMi, ¢Bep3alH ¢ LIHC xaro HecnokoicTBO, ICHX03a, 3pUTETHH
XQ/MOLHMHAIHH, TIPOKXOHBYJICHBHOCT, COMHOJNIEHTHOCT, CTYNOp H 0€3Ch3HaHHUE.

Severnue:

B cnyuaii Ha npenosupaHe nedeHHeTo TpabBa ga 6bae cumnroMaTHyHO. HaMa cnemduueH aHTHOOT NpH
MHTOKCHKAIMA W Ipeao3HpaHe. 3a OTCTpaHABaHe Ha aKTHBHOTO BEILLIECTBO C€ MPH/ara CTaHAapTHa KIHHHYHA
NpoUeAYPa, KATO HAIpUMEp CTOMAlllHa IIPOMHMBKA, aKTHBEH BbLIJIEH (32 MpeaOTBPAaTABAHE HA NOTEHIMANIHA
eHTEepOXeTaTa/IHa pelMpKyNallig), NOBHIIaBaHe KHCETMHHOCTTAa Ha YPHHATA, 3aCHIIeHa AHypela.

B ciyyail Ha NpU3HAUM M CHMITTOMH Ha O0LIO CBPBXCTHMYNHpaHE Ha HeHTpanHaTa HepeHa cuctema (LIHC),
TpabdBa ja ce OOMMCIH BHHMATETHO CHMITOMATHYHO KIIHHHIHO IEYERHKE.

5, GAPMAKOJIOTHUHH CBOUCTBA

5.1 PapMaKoZHHAMHYHH CBOHCTBA

dapMakorepanesTHaHa rpyna: [IcuxoaxanenTuud. Jpyrm nexkapcTBa npothe AeMeHiia, ATC  xom:
N0O6DXO01.




HapacTea 6pos Ha AoKasaTesncTBaTa 3a TOBA, Y€ HApYLICHOTO (PYHKUMOHHPAHE HAa TIiyTamarepruyHara
HEeBPOTPAaHCMHCHA, NI0-KOHKPETHO Ha peuentopHute 3a NMDA, nonpHHacs KakTo 3a NpoABaTa Ha CHMITTOMHTE,

TaKa H 3a MporpecHpaHeTo Ha 6onecTTa Npx HEBpPOAETCHEpPaTHBHATA IEMEHIIHA.

MeMaHTHH € BONTAaX-3aBHCHM, C YMepeH aduHuTeT B HeKOHKYpeHTeH NMDA-peuentopeH aHTaroHHCT. ToH
MOZIYJ/iHpa edpexTHTE Ha NaToNOrKYHO NOBHUICHHTE TOHUYHY HHBA HA INTyTaMaTa, KOHTO MOX€ /1a A0BeAaT A0

HapyuleHo GyHKUMOHMpPAaHE H2 HEBPOHHTE.

Knunwunu npoyseanus

B npoBeneHo NpoydBRaHe ¢ MOHOTEpANHA NMPH Ipyna NalHeHTH, CTPajallld OT YMEPEHa 0 TeXKa CTENeH Ha
GonecTra Ha AnuxaliMep (M3xomeH o0In pe3ynTaT OT MHHM H3ClefBaHe HAa MCHXWYHHUA cratyc (mini mental
state examination) (MMSE) npu ocroBa 3 no 14) ca mpocaeaeHn odimo 2352 aMOyNaTOpHH NMAUHEHTH.
[TpoyuBaHeTo AeMOHCTpHpa OJaronpHATHUTE eeKTH OT NEYEHHETO ¢ MEMAHTHH B CpPaBHeHHe ¢ manedo B
npoABIDKEHHE Ha 6 Mecena (aHanA3 Ha HabmoaaBaHUTE CITyYaH 3a BrEeYaTNSHHETO Ha KNHHUIIKCTA 338 MPOMAHA
Ha Oazata Ha pasropop (the clinician’s interview based impression of change) (CIBIC-plus). p = 0,025,
CbBMECTHO MpoyuBaHe Ha GonecTTa Ha ANrxaiiMep — eXeiHeBHH AcHHOCTH (Alzheimer’'s disease cooperative
study — activities of daily living) (ADCS-ADLsev): p = 0,003; Garepus 3a TeXkH yBpexXnaHus (severc
impairment battery) (SIB): p = 0,002).

[Ipn npoBefeHo MPOYYBAHE ¢ MEMAHTHH KaTO MOHOTEpanus MPH NieKa 10 YMEpEHa cTeneH Ha fonectra Ha
Anuxadimep (u3xoaed o6y MMSE-pesynrat npu ocHoBa 10 no 22) ca ofxsanatn 403 maumenTta. EgexrsT
[P NIEKYBAHUTE ¢ MEMBHTHH MalMeHTH ¢ O CTATHCTHYECKHM 3HAYMMO MO-A00Bp, B CpaBHEHHE ¢ TO3H NpPH
JeKyBauuTe ¢ nuane6o MauMeHTH, MO OTHOLIEHHE HAa OCHOBHMTE TOUKM: CKana 3a OLEHKa Ha Honectra Ha
AnxailiMep (Alzheimer’s disease assessment scale) (ADAS-cog) (p = 0,003) u CIBIC-plus (p = 0,004) npes
24-Ta ceIMHIIa NIPH TOCNEAHOTO nMpoBeaeHo HabmoneHue (last observation carried forward) (LOCF). Ilpu
APYTo NMpoy4BaHe ¢ MOHOTepanus Ha Neka A0 yMepeHa OonecT Ha AnuxadMmep ca paHAOMH3HpaHH OOLIO
470 nanmenT (u3xoaeH odw MMSE- pesynrat npu ocnoBa 11 po 23). [Ipy nmpocnekTHBHO AepHHHpaHHA
MLPBHYEH aHAIH3 npes 24-Ta CeaMMIA He € MOCTUIrHATa CTATHCTAYECKa 3HAYHMOCT Ha MbPBHYHA €HKACHOCT.

[Ipn MeTa-aHaIK3 Ha MaLUMEHTH C YMEpeHa 10 TeXKa cTeneH Ha Oonecrra Ha AnmuxaiiMep (odm MMSE
ckop <20) or wwecT rnaueGo-KOHTPOIHpaHK, 6-MecedHH npoydBanyA, ¢asa Il (Bxmousauid npoyupaHHa ¢
MOHOTEpaNus M NMPOY4YBaHMA TIPH MAaLMEHTH HAa NOCTOSHHA A03a AllETHIXOIHHECTEpasHH HHXHOHUTOpH) ¢
YCTAHOBEHO, Y€ CbIIECTBYBa CTATHCTHUECKM 3HAYMM c(eKT B Ioj3a Ha JeYeHHETO ¢ MEMaHTHH 3a
KOTHHTHBHaTa, rmobanHaTta H dyHKiMoHanHata cdepa. [Ipy nauueHTd ¢ NpuApy>KaBalllo BJOCIIaBaHE BLB
BCMYKHTE TpH cdepH, pe3yaTaTuTe ca MNoKa3ald CTaTHCTHYECKH 3HAYMM e(eKT OT MEMAaHTHH,
NpeaoTBPaTABaAll BIOLIABAHETO, KAaTO [Ba NbTH NoBeye TPETHPaHH ¢ miauebo nauMeHTH AEeMOHCTpHpaT
RIOIIABAHE BhB BCHUYKHUTE TPH chepH B CpaBHEHHE C JICKYBAHHTE ¢ MEMaHTHH nauueHTH (21% cpemy 11%,
p <0,0001).

5.2 PapMaKOKRHETHYHH CBOHACTBA

Abcopbius

MemaHTuH uMa abcomorHa SnoHannuHocT npubnusuTenHo 100%. Trna € Mexay 3 ¥ 8 vaca. Hima naHHH, ue
XpaHaTa nopnuasa abcopOlLmaTa Ha MEMaHTHH.

PasznpeneneHue
JIHeBHHTE A03K OT 20 mg BOAAT OO CTaUHOHAPHM IUIA3MEHHU KOHUEHTPAIIKH HA MEMAHTHH, KOHTO BapHpaT OT

70 xo 150 ng/ml (0,5-1 umol) ¢ roneMn MHTEpHHAHBHAYANHN pa3iuuua. Korato ca nmpuwiaraHd AHEBHH OO3H
oT 5 no 30 mg e HM3UHCIAEHO CpeaHO CHOTHOLUeHMe HepebpocnuHanHa TeuHoctT/cepyM 0,52, ObembT Ha
pasnpeneneHue e npubmusurendo 10 kg, Oxono 45% oT KOMHYECTBOTO MEMAHTHH € CBBP3aHO C IIA3MEHNTE

OenTblH.

buotpaHcpopMalis
[Ipu uomeka okono 80% or uupkynupamgute ¢opM# Ha MEMAHTHH ca moA (opMara Ha H3IXOZHOTO
crearHeHHe. [Tnasuute MetabonutH npy gosexa ca N-3,5-auMeTHn-riyaHtal, M3oMepHaTa cMec Ha 4- H 6-

XHAPOKCH-MEMAHTHH M |-HHTpo30-3,5-numernn-anamanTad. HuTo eauH OT Te3d MeTabONHTH HE NpOABSBA
e




Mpu npoyupaHe ¢ nepopanHo npunarad *C-memanTuH, cpenHo 84% oOT Ho3aTa ce Bb3CTAHOBABAT B PAMKHTE
Ha 20 JHH, KaTo noeeue oT 99% ce ekckpeTupar npe3 6xOpeLuTe.

EnMMHHMpaHe
MeMaHTHH ce eTHMHHHpPAa 10 MOHOEKCIIOHEHIIMANHa KpHBa ¢ TepMHHaneH t, oT 60 go 100 gaca. Ilpm

no6poBoaLM ¢ HopMaTHa 6bOpeuna pyHxupa o6maAT KIHpBHC (Cliw) AocTHra ae 170 ml/min/1,73 m? 1 vacr
oT o01mMA OpOpeveH KIUPBHC €€ peaTu3upa Ype3 TyOyliapHa CeKpelLHs.

B1rOpeunusaT oOMeH BKIHOYBA ChINO TyOyJsiHa pe3opOuHA, KOATO BEPOATHO €€ OCHINECTBABA OT KATHOH-
TpaHcnoprapany OenthuM. CrenenTa Ha 0bOpedHO eNMMHHHPAHE Ha MEMAHTHH B YC/IOBHATA Ha aNKanHa
ypHHa MOxe Aa Obae HaManeHa 7 a0 9 T (BXK. Touka 4.4). ATKATHIHPAHETO HA YPHHATa MOXe [1a ¢é XBh/DKH
Ha JIpaCTHYHM NMPOMEHH B AHETaTa, HAlPUMEDP OT MeCHa KbM BEreTapHaHCKa JHeTa, HIIH Ha MACHBEH NPHEM Ha

ANKaJIH3UPALIM CTOMALIHY OydepH.

JInneHHOCT
IMpoyuBaHHATa NpH AOOPOBOJIH MTOKA3BAT MHHelHa papMaKOKMHETHKA B I030BHA Anana3oH ot 10 ao 40 mg.

Bpp3ka hapMaxokuHeTHKa/ dapMaKkoIHHAMHKA
[Ipn mo3a 20 mg MeMaHTHH OHEBHO HHBaTa B LepeOpocnHHaNHaTa TEUHOCT OTTOBAapAT Ha CTOHHOCTTa
ki (ki=xoHcTanTa Ha HHXHOHpaHe) Ha MEMaHTHH, koATo ¢ 0,5 pmol B kopaTa Ha GpOHTATHHA AT IPH JOBEKA.

8.3 IlpeaxTREHYAH JaAHA 33 6e3onacrocT

B KpaTKOCpOYHH MPpOY4BaHHA BBPXY IUTbX0OBE, MEMAaHTHH, KakTo apyrure NMDA-aHTaroHucTH, npean3BHKBA
HEBPOHAJIHA BaKyOnH3auHa M Hekpo3a (Nle3nn Ha Olney) camMo ciiea n03H, BOACIUH A0 BHCOKH NUKOBH CEPYMHH
KOHIEHTPaUMH. ATAKCHA U APYTY MPEeKIMHUYHU HpHU3HALM MMPEALIECTBAT BaKyOJHM3aLUATa H HEKpo3ata. Tohi
KaTo efpekTHTEe He ca HAOMOAaBaHW NPH ABATOCPOUHY MPOYYBAHHA IIPH IpH3ady U HETpH3aYyH, KIIMHHIHATA
BPB3Ka C Te3H pe3ysITaTH JIHMCBA.

[py npoydYBaHHA 32 TOKCHYHOCT ¢a HaOMOJAaBAHH MPOMEHIMBY M3MEHEHHA B OUHTE MPH MOBTAPALINA €€ 03U
NpH IPH3adK B Ky4deTa, HO He M ImpH MaiMyHM. CneundyinnTe opTaIMONOTHUYHM Nperjiead B KIHHHYHHTE
MPOYYBAHHA ¢ MEMAHTHH He pa3KpHBAaT HHKAKBH OYHH H3IMECHEHHA,

[Tpu rpusaun e Habmonasada poconunuposa B Henonpobunure Makpodaru nopaay HaTpynBaHe HA MEMAHTHH
B nu3o3oMuTe. Tozm edekT e Mo3HAT OT APYTrH AKTHBHM BeUIeCTBa ¢ KaTHMOHHM amudunHu cpoficTsa.
BepoaTHO CHIIECTBYBa Bph3Ka MEKIY TOBa HaTpyNEBaHE W BaKyo/IM3auuaTa, HabmonasaHa B fenuTe apobose.
Tosu edext ¢ HabGmonasan caMO NpH NpUIaraHe Ha BUCOKH AO03H NpH rpH3avyd. KnHHHYHATA 3HAYMMOCT Ha

TE3H pe3iVJITAaTH HE € HIBCCTHA.

He e ycTaHOBEeHAa TeHOTOKCHYHOCT HA MEMAHTHH CJiel H3cieaBaHe Mo CTaHAapTHU METOAHKH. HaMa ZaHHH 3a
KapLHHOTEHHOCT INPH OOKKBOT-NMPOABLIDKHTENHH [POYYBAaHMA TPH MHIIXKH M TUThXoBe. MeMaHTHH He e
TepaTOTeHEeH MpPH TUTEXOBe M 3alfilli, AOPH M B A03M, TOKCHIHH 3a MadKaTa, ¥ He ca oTOeNq3aHn HeXenaHu
NEKapCTBEHN peakLMH Ha MEMaHTHH BbpXY ¢(epTHnnTeTa. IIpH muexoBe e orbend3aHO NMOHKMXKAaBaHE Ha
deTaNHOTO pa3BHTHE NMPH HHMBA HA €KCIIO3HMLIMA, KOUTO €A MAEHTHUHM WIH MAIKO MO-BUCOKH OT TE3H Ha

€KCHO3HUMATA MPH XOpa.

6. GOAPMAILEBTHYHH JAHHH
6.1 CoRc¢hbK HA DNOMOIIHHATE BEIIeCTBA

Aopo na mabremxama

Llesynosa, Mmukpokpucransa PH 302

Jlakto3a DC (Ludipress LCE: JlakTo3a MoHoxuapart + [Tosuaon 30)
CunuumeB QAMOKCHI, KOJIOHACH De3BoeH




Tank
Marnesues creapar

Obeusxa na mabnremxama

®uimoro nokputre Ne 8 (Opadry Y1 7000 White)

HPMC 2910 / Xunpomeno3a 5 ¢p (E 464)

Turanor guokcua (E 171)

Makporon / PEG 400 (E 1521)

6.2 HechBMECTHMOCTH

Hernpunoxumo

6.3 Cpok na roanocT

3 roavHM

6.4 CnensaiBeE YC/A0BEE HA CLXpaHeHHe

Ha ce coxpaHABa Ha MACTO, HEAOCTBIHO 33 AeUA.

Ha ce cpxpaHABa B OPHTHHAJIHATA ONIaKOBKaA.

Ha ce coxpanara moa 25°C,

6.5 Bua B chALpXKaABHE HA ONAKOBKATA

Bancrepu ot npospauno PVC/PE/PVDC/AL donmo.

30 ¢rimupanu Tabnerku / 3 6nucrepa/ 1 kyrna (10 punmupanu tabnetku / 1 6nucrep)
50 ¢nnmupann Tabnerku /2 6nucrepa / 1 Kytua (25 ¢unmupann Tabnetku / 1 6aucTep)
100 dunmupann Tabnetkn / 4 6mucrepa / 1 kytha (25 pumupann tabnerxu / 1 dnnctep)
He scuuky BUAOBE OMaKOBKH Morar Aa 6s1aT frycHaTH B npoaaxoa.

6.6 CnenuanAn OpeanasHd MepKH NIPH HIXBLPJASHE

Hama coenuantHl H3UCKBAHHA 332 H3IXBLPJAHE,

Heusnoa3zpaHuAaT NEKAPCTBCH NMPOAYKT HJIH OTNAdABIHHATC MATCPHANTH OT HCTO 'rpﬂﬁna oa €€ H3XBBPJIAAT B
CHOTBETCTBHE € MECTHHTEC H3NCKBAHHA.

7. NMPUTEXATEJI HA PASPELLIEHUETO 3A YIIOTPEBA
HOBEJ ®APMA EOOJ

6yn. ,.brarapua** Nel(9

Codusa 1404, beyrapns

8. HOMEP(A) HA PASPEILEHHUETO 3A YIIOTPEBA
20140192

9. JATA HA ITBPBO PA3ZPEHIABAHETIOJHOBABAHE HA PA3ZPEIIEHHETO 3A
YIIOTPEBA

JaTta Ha mbpBo paspeinapane: 22.06.2014 r.
Jlata Ha nocnegHo nogHoBaBaHe: 04.04.2019 r.




10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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