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Tonmarun 10 mg: BeAka Tabnerka chaspxa 10 mg MeMaHTHHOB XMAPOXI0pHA (memarntine
hydrochloride), exeusanentes ua 8,31 mg memanTHi (memantine).

[ioMouHy BeU[eCTRA ¢ HIBECTHO ACHCTBHE: TAKTO33 MOHOXH/IPAT.
HonMarun 10 mg: pesxa TaGneTka CHOBPKA 55 Mg IAKTO32 MOHOXHAPAT.

3a UBNHHS CIHCHK HA NOMOLIHATE BEIECTBA BIDKTE TOYKA 6.1,

3. JEKAPCTBEHA ®OPMA
OuiMHpaHa TabneTka.

[ommarne 10 mg: duaMupaHn TaGNETKH, OBATHO-NPOALITOBATH, JBONHO-K3TbKHANM, 9,5 X 4,5 mm,
Oenu 20 novru Senu; ciea pasAenAue LBETHT Ha ChpLEBHHATA Ha TaGeTkaTa e 641 10 mouTH 6,
Tabnerkara Moxe la ce pasdfens Ha PaBHM JO3M.

4. KIHHUYHU JAHHH

4.1 TepaneBTHYHM NOKAIAHHS

JleueHue Ha NALKEHTH ¢ yMEpeHa J0 TEXKa CTEIIeH Ha GolecTTa Ha Anmxafimep.
4.2 [lo3HpoBKa H HAMHH HA NPHICKEHHE

Jleuenuero Tpadea Aa ObAe 3aNOUHATO M HAGTIONABAHO OT JIeKap ¢ ONMT B AMATHOCTHLMPARETO H
JIEUICHHETO HA IeMeHLMATA HA AJixalivep. Jlesenuero TpabBa Ja 3amouHe caMO ako MMa JIHLE, KOeTo
Ja ce IPYKH 3a 6ONHHMA U PeJOBHO Aa CJIeM [PHEMA HA JICKAPCTBEHKA IPOAYKT OT NALMEHTA.
MAuarsozarta Tps6ea 1a 6bAe NOCTABEHA B CHOTBETCTBHE € AKTYAIHHTE AHATHOCTHYHA IPHHIIAIIH.
TToHOCHMOCTTA M O3KPAHETO HA MEMAHTHH TPAGBE Ja CE OlICHABA PEryJIAPHO, 3a NPENNOYHTAHE A0
TPY MECELa CTIC 3anovBaHe Ha NeueHHero. Cnex TOBa KIIMHHYHATA 10138 0T MEMAHTHH H
NOHOCHMOCTTA Ha MALHEHTa KbM JISYCHHETO ClIeiBa A ce OLICHABA PEeryJspHO, B CbOTBETCTBHE ¢
AKTYAJIHUTE KNHHHYIHE pbKOBoacTRa. [TonaspxalnoTo TeueHne Moxe Aa MPOTbIKA, JOKATO
TepanepTHYHATA NOJI3a € 3aA0BOMUTEITHA H TAUKEHTHT NOHACH IEYSHHUETO C MEMaHTHH, [1py Hanuane
Ha JOKa3aTeNCTBa 32 OTNaJane Ha TepaneeTUMHAA eieKT HIH 8KO TIALMEHTET HE TIOHACH JIEHEHHETO,
Tps6Ba aa ce 0OMUCIIH NpeKpaTABaHe Ha MEMAHTHHA.

,L[osnmsxa
Bvspacmuu:

TurpHpare Ha 103314




MakcumaHara aHesHa fo3a ¢ 20 mg JHEeBHO. 3a 13 Ce HAMAIH PUCKET OT HEXeTaHH TeKapCTBEHH
peakiiH, NOAXbPAAILATA 1033 THEBHO Ce JOCTHIA Ype3 MOCTENEHHO YREJIHUSHHE ¢ N0 5 mg
CEIMHYHO TIpe3 MLPBUTE 3 CEAMHLIH, KAKTO CeIRa:

Cenmuna 1 (nen 1-7);
[auweHTsT TpA6Ba Ja NpHEMa 5 Mg MEMAHTHH BEAHEK JHEBHO B NIPOXB/DKEHHE Ha 7 IHH.

Cenmuua 2 (aeH 8-14):
INaumenTsT TPabBa Aa npreMa 10 Mg MEMAHTHH BEAHBXK AHEBHO B IPOAbIKEHHE HA 7 JHH.

Ceamuma 3 (nen 15-21):
[TausenTsT TpaGBa Ja npHeMa 15 mg MEMaHTHH BEAHDK JAHEBHO B IPOARTIKEHHE HA 7 AHH.

Or cenMHLA 4 HATATEK;
[launenTst TpaGBa Na npreMa 20 Mg MEMAHTHH BEAHBXK AHEBHO B NPOIbIKCHHE HA 7 JHH.

HMonepxama nosa
INpenopbupanaTa NOOBpKALLA 1032 € 20 Mg BENHEXK AHEBHO.

Xopa & cmapuecka ev3pacm.
Bb3 0CHOBa Ha KNIMHHYHHTE NPOYYBAHKA, MPEHOPHYBAHATA AHEBHA 1032 33 NAUKMEHTH HA Bh3PAcT Hal
65 rouHM € 20 mg NHEBHO, KAaKTO € NIOCOUEHO MO-Tope.

Hlecuampuuna nonynayus
INopanu nurica Ha AanHHM 3a Ge3onacHoCT H eduKacHocT, ynotpebaTa na ITonMaTHH Npu aena noa
18 ronuHN HE ce npenopLYea,

buiipeuno yepeacoane: TIpn MalMeRTH ¢ nexo yBpenena 6b0peuna GpyHkuya {(KpeaTHHHHOB KIHPBHC
50-80 m)/min) e ce Hanara ananTupane Ha Aosara. [Tpu nauuenTy ¢ ymepeno 6u6peyHo yBpexaaHe
(xpearnsHKOB KIHPBHC 30 - 49 ml/min) aHenuaTa A03a Tpabea na 6bae 10 mg peanbxk AueBHO. [1py
A06Pa NOHOCKMOCT Cex NoHe 7-RHEBHO ICUCHHE, 103aTa MOXeE Aa Obje ysesmuena 10 20 mg/nen
CBITIACHO

CTaHJAPTHATA CXEMA HAa THTPHpaHe. [Ipn naiHeHTH ¢ TeXKO GHOPEYHO YBpeKnaHe (KpeaTHHHHOB
KIHPLHC 5-29 ml/min) gHeBHaTa Aoza TpaGBa aa Gbie 10 Mg BEAHBK AHEBHO.

Yeproopobro yspesicoane. TIpy NallHEHTH C NEKO WIH YMEPEHO HapyllieHa YeproapoGHa dyHKums
(xknac A u B no Child-Pugh) He e Heobxoaumo aparnTupase Ha fo3ata. Hama nausd 3a ynorpeGara Ha
MCMAaHTHH IIPH NALMEHTH C TEXKO YepHoApoGHo yepexaane. He ce npenopbusa NpHAaraHETO Ha
MEMAaHTHH [PH NAIMEHTH C TEXKO YepHOAPOGHO YBpexaaHe.

Haunn Ha npunoxenue

TlonmarnH TpaGea na ce pHeMa BEANSXK AHEBHO, 110 EIHO U ChIO BpeMe Ha fens. GunMipannTe
TallieTKH MOXeE JIa Ce MPHEeMAT ChC WM 6e3 XpaHa.

4.3 Hporneonoxazanus

CBPBXUYBCTBUTENHOCT KBM AKTHBHOTO BELIECTBO MJIH HAKOE OT TIOMOLIHNTE BEISCTBA, H3GPOSHH B
TOYKa 6.1.

4.4 Cneunmajann npelynpexaeHHs W NPEANA3HHE MEPKH NpH ynorpeba

IlpenopbiBa ce NOBUIICHO BHHMAHHE MPH MIALMEHTH C STHNENCHS, AHAMHE3A 33 MbPYOBE WK
MAUMEHTH C IPEAPA3TIONAraly KbM eNKIENcUs GakTopy.




TpaGea f1a ce u36Arsa eAHOBpEMEHHATA yNoTpeGa Ha aHTaroHHCTH Ha N-MeThn-D-acnaprar (NMDA),
KaTO aMAHTaaMH, KETaMHH WIH AeKCTpoMeTopdian. TesH CheIMHEHUS AeHCTBAT BBPXY ChillaTa
PELENTOPHA CHCTEMA, KAKTO MEMAHTHH, H CRCHOBATENHO HEOKSIRHATE PEaKHHH (CPLP3AHH TAABHO C
LeHTpanHara HepsHa cucTeMa (LIHC)) morar aa Obaat no-9ectd M NO-CHIHO H3paseHH (B,

TOYKA 4.5).

Hsikon daktopu, kowro morar aa nosuiuar pH Ha ypuHata (BX. Toyxa 5.2 ENMMHHEpAHE), MOTAT 12
HaNO¥ar BHUMATENTHO NpOchensBade Ha naudenta. Te3u GakTopd BKTOYBAT APACTHHHH NPOMEHH B
IHeTaTa, HANPHMED OT MECHA KbM BereTapHaHCKA AWeTa, MY MACHBEH NPHEM Ha ANKATHIHPAINy
cromautun Gypepu. Ocren Toea pH Ha yprHaTa Moxe J1a Ce TIOBWLIH NPK CBCTOAHMA Ha OhOpeyna
TyOynapua anunosa (BTA) wiu Texku UH(peKIIMY Ha OTNENHTENHATA CHCTEMA ¢ Proteus bacteria.

TIpu noeeveTo KNIMAHYHM MINUTBAHWSA NIALUMEHTH C HEOTAABHA Ipekapan HHPAPKT HA MUOKapAa,
ACKOMIISHCHPAHA 3acTolHa ChpaetHa HemocTaTsuHocT (kiac o NYHA I-1V) HaH HexonrpondpaHa
XHNepTOHHA ca 6Uny H3Kmoueny. BeneacTsie HA TOBA MMa CaMO OrpaHHYeHH JaHHY H MAHEHTHTE C
TAKHBA ChCTOAHHA TpAGRa Oa GHLAAT NpoCNeIsBaHH BHAMATEIHO.

Tabnetkute ChappAaT HakTo3a. [TAUMEHTH ¢ peaKr HACAEACTRCHH NPOGNIEMH Ha HEIOHOCHMOCT KbM
rajiaxTo3a, ITbJieH JaKTaleH AeHLHMT HIH MMOKo30-raakro3na MaiabeopGuya ve TpabBa na npHeMat
TOBA JIEKAPCTBO

4.5 BsaumoneiicTaHe c APYrH JeKAPCTBEHH OIPOAYKTH U APYrH (popMH Ha B3aBMOAeHCTBHE

[Nopaan dapMakonorkuHuTe edeKTH 1 MEXaHN3MA Ha AeHCTBHE HA MEMAHTHH MOIaT Ja Sh3HUKHAT
CHNEIHUTE BIaUMOICHCTBHA,

- HauuweT Ha AelicTsHE 1aBa OCHOBAHNIA Aa Ce NPENoNnara, 4e edexrure Ha L-nona,
JONAMAHEPTHYHHTE ATOHNCTH M AHTUXONMHEPTHHHHTE CPEICTRA MOTaT Aa ObAAT 3aCHNEHHA
NPH HOBPEMEHHO NeYeHe © aHTaroHucTH Ha NMDA karo memantiy. Edexrire na
OapbuTypaTiTe W HEBpONENTHLMTE MoraT Aa Ghaar HaManeHn, EAHOBPEMEHHOTO
NIPUACKEHHE Ha MEMAHTHH W CIASMONMTHYHH CPEACTRA, JAHTPOJCH niM GaknodeH Moxke Ja
H3MEHR JeHCTBHETO HM H TOBA J1a HANOXKH KOPUIAPaHe Ha 103aTa.

- EanorpemenHarta ynorpeGa Ha MEMaHTHH 4 aMaHTaAHH TPAOBa A4 ce u3bATEa NopajH PHCK OT
{(hapmakoTokcIHUHa ncHxo3a. H nBete cheuHENa PECTABIABAT XHMMUHO CPOIHH
aHTaroHHcTH Ha NMDA. Crmoro Moxe 21a ce oTHacA 0o KeTaMiH B AekcTpomeTopdaH (Bx.
TOuKa 4.4). fTlyGnuKyBaH € elHH KNUHHYECH CNy4ail 32 BEPOSTEH PHCK M [P KOMOHHALUANTA Ha
MEMAHTHH 1 (PEHUTONH.

- JlpyrH aKkTHBHH BELMECTRA, KATO CHMETH/IHH, PAHUTHIMH, IPOKAUHAMU], XMHKIMH, XHHUH H
HHKOTHH, H3MOI3BA0M ChilaTa Op0petHa cHCTeMA 32 KaTHOHEH TPAHCTIOPT KAKTO aMAHTAIHH,
€ Bb3MOIKHO Jd BIAUMOJEHCTBAT C MEMAHTHH, KOSTO BOAH A0 HOTEHUMAIEH PHCK OT
NOBHINCHHE Ha MIA3MEHUTE HUBA.

- HMa BEpOATHOCT 33 MOHWKABAHE HA CEPYMHOTO HUBO Ha XAapoxnoporuasua (HCT), koraro
MEMaHTHH ce Npuiara eaHospeMerHo ¢ HCT win ¢ komOkHalms, sromousawma HCT.

- B nOCTMapKeTHHTOBHA OTIHT HMA CHOGIIEHAA 32 H3OMHPAHHA CTY4aH Ha MOBUINEHO
MEXIYHAPOTHO HOPMaNH3UpaHo oTHoweRxHe (INR) Mpu naumeHTH, KOUTO ¢a IEKYBAHH
e[HOBPeMEHHO ¢ BapdapuH. Benpeky ye He ¢ ycTaHOBeHA NPHYHHHO-CNIEICTBEHA BPh3Ka,
MPENOPBUMTENHO € BHUMATENHO NPOC/eABaHe Ha MpoTpoMOHHOoReTO BpemMe wiH INR rpu
NAltHEHTH, KOHTO Ce JIeKyBar €AHOBPEMEHHO C IICPOPAINH aHTHKOAIYJIAHTH.

Tlpu dapmakokuuerium npoy4sanmi (OK) npu ensokparHa n03a Npu Miaiy 34pasi A06pOBONIH He
ce HaGmojaBaT 3HAYMMH B3aHMOACHCTBHA MEXTY aKTHBHITE BEMIECTBA HA MEMANTHH H
raubypul/MeThopMHH HAN JOHENE3WI.

TIpu KNUHAYHO MpOYYBAHE NP MIAMN IAPABH NHUA He ce HABMIONABA 3HAYMM edekT H
BBPXY apMaKOKHHETHKAT HA TANaHTaMAH.




MeMauTHH He HHXHOuUpa in vitro CYP 1A2, 2A6, 2C9, 2D6, 2E1, 3A, dnaBHH-chABpRALETA
MOHOOKCHICHA38, CIOKCHA-XHAPOAA3aTa HiH Cy/HPONHPARETO in vitro.

4.6 PepTHANTET, GpeMEHHOCT B KLPMEHE

BpemenHoct
Hama xnuHutny 1aHEY 33 GpeMeHHH, fleKyBaHH ¢ MeMAHTHH. EkcriepHMeHTaIHHTE NPOYYBanHd NpH

JKHBOTHH NOKA3BAT BhIMONHOCT 32 HAMAICHO BETPEMATOUHO PAZBKTHE IPH HHBA A2 EKCHOZHLMA,
KOHTO €a HIEHTHYHHA HIH JIEKO 33BHILICHH CIIPAMO €KCIIO3HIHATA NIPH Y0BeKa (BK, TO4Ka 5.3).
TloTeHUMATHMST PHCK NPH XOpa He e u3BecTeH. MeMaHTHH He TpaOBa Ja ce H3Noa3Ba NPy
6peMEHHOCT, OCBEH B CiTy4all Ha KATeropuiHa HeoGXOAHMOCT.

KnpMene
He ¢ H3BECTHO AT MEMAHTHH C€ Y3TLYBA ¢ YOBEIIKOTO MIAKO, HO KaTO CE MMa IPEaBHI

NUNOQHIHOCTTA Ha BELECTBOTO, TOBA € TRBPAS Bb3MOKHO. JEeHHTE, KOHTO NPHEMAT MEMAHTHH, He
TpAORa A KEPMAT.

4.7 EdexTu BEpXY cnocobnocTTa 3a Wwodnpane u pabora ¢ MamIHHM

YMepeHaTa A0 TexKa cTeneH Ha GoecTTa Ha AnuxafiMep 0GUKHOBEHO BOM A0 HAPYIIEHa
CIIOCOOHOCT 33 LIO(Hpane U BOWIARA CIOCOGHOCTTa 3a pafoTa ¢ MawHud. OCBeH TOBA MEMAHTHH
TOBJTHABA B MAJIKa 10 YMEPEHa CTeeH cnoco0HOCTTa 33 Iodupane H paboTa ¢ MalHHK, Taka Ye
amMGynaTopHHTE NauMeHTy TpAGBA 1a GbAaT npeAynpexaaBaHy 1@ NPOABABAT OBHLISHO BHAMAHHE.

4.8 HexenaHu JeKapCTBeHH PeAKUAN

Ilpy KNHHUYHA HINUTBAHMA NP JIEKA 0 TeKKa AEMEHIHs, BKIo4BaulH 1 784 nauneHTH, IeKyBaHu ¢
MeMaHTHH M | 595 nauMenTH, TpeTHpaHH ¢ maLebo, 061IATa 4eCTOTA Ha HEXEAAHHTE NICKapCTBeHH
PeaKLiHH IPH MEMaHTHH HE C& pa3nivaBa OT TA3H NpH IUIalie6o, KaTo HeXKelTaHUTE JIEKAPCTBEHH
peaxiyi 0OHKHOBEHO Ca NEKH 10 YMEPEHH o TexecT. Hall-uecTo roABABALMTE C& HeWENAHU
JICKApCTBCHH PeakIiK C MO-BACOKA YEcTOTa B [pyNaTa Ha MeMaHTHH, OTKO/IKOTO B TpyaTa Ha
nnauebo, ca 3amagaocT (CroTBETHO 6,3% cpemy 5,6%), rnasoGonue (5,2% cpemyy 3,9%), 3anek (4,6%
cpemy 2,6%) n chHAnBoCT (3,4% cpeiy 2,2%) ¥ BUCOKO KpbBHO Hansrae (4,1% cpeuy 2,8%).

HesxenaHure NeKapcTBeHH PEaKiiny, IIOCOYEHH B TaOIHIATa NO-A0NY, CA PETHCTPHPAHH N0 BpEMe Ha
KAHHWYHI NPOYYBaHHA ¢ MEMAHTHH H CAET MycKaHeTO MY Ha Nasapa. [IpH BCAKo rpynupaHe B
3aBHCHMOCT OT 4ECTOTaTa, HEXENAHUTe JIEKAPCTECHH peakliny ce H3OpoABaT B HU3XOIAL pea, 110
OTHOWIEHHE Ha CEPHOZHOCTTA.

HexenaHnTe NekapCTBEHH PEakLIK Ca KATErOPU3UPaHH ChITIACHO CHCTEMO-OPTaHHK KNIacOBe, KaTo Ce
H3[IOMT3BA CTICAHATA KOHBEHLMA: MHOTC 9ecTH (> 1/10), uectu {> 1/100 1o < 1/10), nevectu (> 1/1000
Ao < 1/100), penxu (= 1/10 000 o < 1/1000), MHoro peaku (< 1/10000), ¢ HeuzpecTHa uyecToTa (PH
HATHMHKTE JAHHH HE MOJKeE JIa C& HANpaBK OLEHKA).

Cncremo-opranes xiac JeCTOTA crparnvnm edexrn
Hndexinu v undectaumn Heuectn I'eOUYHH HHDEKUBH
Hapymenna ua uMynnara Yectu CBpBEXUyRCTBHTEITHOCT KbM
CHCTEMA Jexapersa
Mcnxuuny Hapymenus Yectn CrHiuBoCcT

Heuecru OOBPKAHOCT, XaJTH]

C HeH3peCTHA YecToTa [enxorHaHA




Hapynienns #a HepsHaTa Yectn 3aMagHoCT, HapyIIeHHe Ha
CHCTEMA PABHOBECHETO

Heuectu Hapyinena noxofka

MHoro peaxs I'spyoBe
CopaeuHH HapYLUEHHA Heyectu Cobplaeuna HEAOCTATEYHOCT
Chaori RapyLienus Yectn XHepTroHus

Hevectn Benossa

TpomMG03a/ TPOMGOEMOOIHIEM

Pecnupatopun, rpeann u Yectn JucnHes
MEIHACTHHAITHH HapYLICHHA
CroMalHo-9peBHH Yecrn 3anek
HapylIeHns Heuecru Tospeilane

C HeHM3BeCTHa HecToTa [TankpearnT”
UepHoapoGHO-XToRHH Yectn INoBKIIERH CTOHRHOCTH HA
HapyueH}s 9epHOAPOOHHTE EH3UMU

C HeussecTHa YecToTa XeraTut
O6my napymensa i edexTi Yectn Trnasobomme
Ha MACTOTO Ha TIPHICKSHHE Heueeru Ymopa

' XamonuHaimy ca Hab0AABAHN TABHO MPH MALIMEHTH C TeXKa popma Ha GonecTTa ua Anuxaiimep.
? Wisonupann cityyan, cho0iiaBalu B IOCTMAPKETHHTOBHA OTIHT.

Bonectra Ha AnirxaiimMep ce CBBP3Ba C AENpecs, CyHIMWAHN HAEH M OIIMTH 3a camoyGuticteo. B
NIOCTMApKETUHTOBHA ONUT CE CHOGINARAT TAKKEA C/TyYaH IPH MALMCHTH, TeKYBAHH ¢ MEMANTHH.

Croliapalie Ha IONO3NPAHK HEXKEIAHH PEaKIYH

Cro0masaleTo Ha NOJ03MPANY HeXE/IaHH PeaKUHK Clie]l paspeliaBade 3a yrnorpeGa Ha 1eKapCeTBeHHs

npoAykT ¢ BaxHo. Topa no3eonsisa 1a NpobIKH HAGMOACHHETO Ha CHOTHOINEHNETO NOM3a/PHCK 33
JICKAPCTBCHHA MPOOYKT. Or MEJHOHHCKHUTES CIISIHANNCTH €€ H3UCKBA Aa ¢HOOIIABAT BCAKA
I0N03MpaHa HEKENAHA PeaKiiyua 9pe3

H3mbIAUTETHA areHUMs TI0 NeKapCTBaTa

yu. ,Jlamsu lpyen” Ne 8
1303 Codua

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

4.9 Ilpenosupane

Hwma orpaniyen OMHT ChC CRYYRH H2 IPERO3NPANE B KNHHWYHHTE NPOYYBaHHS H IIOCTMAPKETHHIOBUA

OMNHT.

Crumnmom;

CryyauTe Ha OTHOCHTENHO BHCOKO Npeno3npane (choteeTHo 200 mg n 105 mg/aeH 3a 3 Aun) ce
CEBDP3BAT WIH ChC CHMIITOMHA HA YMOPa, ¢cnadocT WiUIN AHAPHS, WITH POTHYAT GS3CHMITTOMHO. B
Cyyan nBa penosvpase ¢ 4o3a nox 140 mg Wi npy HeH3BeCTHa 1033 NPH TALHEHTH C¢ NPOABABAT
cuMIrroMuTe, ¢ebp3ati ¢ LIHC (o6bpKaHocT, ChHIMBOCT, COMHONEHTHOCT, CBETORLPTEXK, Bb30yAa,
arpeCHBHOCT, XaMIOUMHALHE H HAPYMEHA NOXOAKA) WHITH ¢ FACTPOHHTECTHHAICH NPOHIX0,

(noBphmiane u qHapus).

B Hal~TexKHs ciy<ait Ha (IPen03upaHe MaUHUERTHT € OUEA MPH EpOpancH NpHeM Ha 06
2 000 mg MemMaHTHH ¢ locneapawm edexti Bupxy LHC (10-1HeBHa KOMa ¢ IocTien




BB30yAa). B TO3M cyyalf NalMeHTLT € NeKyBaH CHMNTOMATHYHO H ¢ IasModepesa. IlauneHThT ce e
BB3CTAHOBMN €3 ABIToTpaiiny NOCAEACTBHSI.

B apyr cnyyaii 5a BHCOKO NIpeJIO3HPaHe ¢ Nepopanes npueM Ha 400 mg MEMaHTHH NAlHERTHT CHIID &
OLICJIAN M CEe € BPhICTAHOBH. [TanMeHTET e uMan CHMITTOMH, cBhp3anH ¢ LIHC, karo HecrokolicTsHe,
IICHX034, 3PHTENHHA XaMOLHHALMM, NPOXOHBYIICHMBHOCT, COMHOJIEHTHOCT, CTYNOp K 6e3Ch3HAHKE.

Jlevenue:

Ulpn npenosupane neuennero Tpadea Aa Gbae cuMIToMaTiudo. Hama crienudisued aHTHaoT npn
HHTOKCHK&1MA 1 Tipefo3npate. 3a oTCTpaHaBane Ha aKTHBHOTO BELECTBO ce [pH/iara CTarRAapTHa
KNYHHY9HA Opolenypa, XaTo HANPAMEP CTOMALIHA NPOMABKA, AKTHBEH BLIVIEH (3a MpeOTRpATIBAHE
Ha NOTEHIMANHA eHTEPOXENaTanHa peliupKynalua), NOBHINABAHE KHCENUHHOCTTA HA YPHHATA,
3acKieHa qypeza.

B ciyvail Ha NpH3HALM H CHMITTOMY Ha 0610 CBPLXCTHMYTTMpPaHE HA LIEHTPANHATA HEPBHA CHCTEMA
(HHC), Tpabea na ce oOMHCIIH BHHMATENHO CHMIITOMATHYHO KIMHUYHO JICUEHHUE,

5. ®APMAKOJOIHYHH CBOHCTBA
5.1 ®apMakoaUxEaMHM4YHH CBOfiCTBA
dapMakoTepanesTHYHA Ipyna: Ipyry lexapcTea IpoTHe Aemenuus, ATC kox: NO6DX01.

Hapactsa GposiT Ha foKasaTencreara 3a TOBa, Ye HapYLWeHOTO JYHKUAOKKpaHe Ha
TNYTAMATEPravHaTa HEBPOTPAHCMUCHS, NI0-KOHKPETHO Ha penenTopute 3a NMDA, nonpHHacs KakTo
3a NPOfABATA HA CHMITTOMHTE, TAKA W 34 NPOrpecHpaHeTo Ha GonecTra NpH HeBpOJASTEHepaTHBHATA
JeMeHLHS.

MeMaHTHH € BOJITaX-3aBHCHM, C YMEPEH aHHUTET ¥ HeKOHKYpeHTeH NMDA-penenropen
aHTaroHucT. Toi Moaynupa edexTHTe Ha NATONAOrHYHO NOBUIIEHATE TOHYYHH HHBA Ha ITyTAMATA,
KOHMTO MOT2T /14 IOBEAAT A0 HapYIICHO BYHKLUMOHUPAHE HA HEBPOHHTE.

Kniaruanu npoyveanun:

Ilpu nposeneHo 0CHOBHO NPOYYBaHe C MOHOTEPANHA NPH FPYTIA MALKEHTH, CTPAAIIH OT yMepeHa 1o
TeXKa CTENeH Ha GonecTTa Ha AnxaitMep (H3X0OeH 06L CKOP OT MIHHA H3CAEABAHE HA ICHXHYHMS
craryc (mini menta] state examination) (MMSE) npy ocHosa 3 10 14) ca npocnenenu o6ino

252 amOynaropuu naunesTH. IpoyysaHeTo JeMOHCTPHpa BaaronprRATHHTE eeKTH OT IEYEHHETO ©
MEMAHTHH B CPaBHEHHE ¢ [UTalieto B NPOTBIKEHKC Ha 6 Mecela (aHaNH3 Ha HalOaBAHHTE Ciy4ay
34 BIEYATACHACTC HA KNHEHIHCTA 32 POMAHa Ha 6asata Ha pasrosop (clinician’s interview based
impression of change) (CIBIC-plus): p = 0,025; cbBMecTHO ripoyuBane Ha GonecTTa Ha AJuxafiMep —
exceareBHH neliHocT (Alzheimer’s disease cooperative study — activities of daily living) (ADCS-
ADLsev): p = 0,003; Garepus 3a TexKH yBpexaaHus (severe impairment battery) (SIB): p = 0,002).

Tlpu NpOBEAEHD OCHOBHO NPOY4BAHE ¢ MEMAHTHH KATO MOHOTEpAIMA NPH JIeKa [0 yMepeHa CTeneH Ha
Oonectra Ha AnuxaiiMep (usxoner o6 MMSE-ckop nipu ocHoea 10 a0 22) ca obxBaxarH

403 naumenTH, EdexThT NpH NEKYBAHHTE ¢ MEMAHTHH MAHEHTH ¢ CTATECTHYECKH 3HAYAMO NO-A0GLp
B CpaBHEHHe ¢ TO3M IPH JEKYBaHHTE ¢ Mianeto NalHeHTH MO OTHONIEHUE HA OCHOBHHTE TOYKH: CKalla
3a oueHka Ha Gonectra Ha Anuxaitmep (Alzheimer’s disease assessment scale) (ADAS-cog) (p=
0,003) u CIBIC-plus (p = 0,004) npe3 24-Ta ceaMuLa NPH NOCIETHOTO NpoBeAcHe Hafmonenue (last
observation carried forward) (LOCF). Ips zpyro npoyysaHe ¢ MOHOTEpanus Ha Jieka 10 yMEpeHa
crenex Ha §onecTTa Ha Amixalivep ca panzomusupanu o6uio 470 nawuenTn (u3Xoaen odm MMSE-
CKOp npH ocHoBa 11 A0 23). [Tpy npocneKrHBHO AedHHMPaHns THPBHYEH anaan3 npes 24-ta ceaMuIa
He € MOCTHTHATA CTATHCTHYECKA 3HATMMOCT HA ITbPBUYHA e)HKAaCHOCT. %




Ilpu MeTa-aHa¥3 Ha NTALHEHTH ¢ YMEPEHa A0 TeXKa cTeneH Ha Gonect Ha Amixa¥imvep (o6 MMSE-
CKOp NpH 0CHOBa < 20) oT wecT Mnauedo-KoHTpoNHpann, 6-MecedHH npoyuBaHus, daza I11
(BKNFOUBAINY NIPOYYBAHKA ¢ MOHOTEPANMA H MPOYYBAHNS NPK NIALMEHTH Ha NOCTOAHHA /1032
AUETUIIXONKHECTEPA3HH HHXHOHTOPH) Ce YCTaHOBABA, Ye CHILECTBYBA CTATUCTHHECKH 3HAURM e(eKT B
N0JI32 Ha JIEYEHHETO C MEMAHTHH 33 KOPHHTHRHATA, rnoGamnata n yHKuuonanHara chepa. [Tpu
NalKeHTH ¢ IPHAPYKARANIO BNOMIABAHE BbB BCHUKHTE TPH CEPH, PE3y ITATHTE NOKA3BAT
CTaTHCTHYECKH 3HAYHMM epeKT OT MEMAHTHH, NPEIOTBPATABALY BAOLIABAHETO, KATO ABA ITHTH MOBEYe
OT TpETHPAHHUTE C (1460 MAHHEHTH ASMOHCTPHPAT BIOI2BaHE BLE BCHUYKKTE TPH CPEpH B
CPaBHEHME C JIEKYBAHHTE C MEMAHTHH NaliienTy (21% cpeiy 11%, p < 0,0001).

5.1 dapmaKokHHETHYMHH cBOHCTRA

Abcopbimsa

MemanTiH MMa aGconoTHA GHOHANHIROCT NPREAH3MTENHO 100%. Twmax € MeXAy 3 1 8 yaca. Hama
JAHHH, Ye XpaHATd TIOBIKARA A0COpOURATA Ha MEMAHTHH.

Paznpepenciue

JuepHuTe J03K OT 20 Mg BOAAT A0 CTALMOKAPHH T/IA3MEHH KOHLEHTPALHH HA MEMAHTHH, KOHTO
Bapupar ot 70 zo 150 ng/ml (0,51 Muxpomon) ¢ ronemMy MexIynHAMBAIYanHu pasmaud. Koraro ce
NpHIAraT AHEBHM A03H 0T 3 10 30 mg ce H3YHCIABA CPEIHO CHOTHOICHHE 1epeSPOCMTMHANHA TEYHOCT
(LCT)/cepym 0,52. ObemnT Ha pasnpesenenue e npubmusurento 10 1kg. Oxono 45% ot
KONMY€CTBOTO MEMAHTHH € CBbP3AHO € IUTA3MEHHTE OCTTHLH.

bu chopm

Tlpu 4oeexa okouo 80% ot nMpKynupawyTe GOpMU Ha MEMAHTHH ca nox dopmaTa Ha M3XOAHOTO
chepiienue. I naBupTe MeTabonuT npy YoBexa ca N-3,5-1MMeTHN-IITyIAHTaH, M30MEPHATa CMeC Ha
4- ¥ 6-XHAPOKCH-MEMAHTHH W 1-HHTPO30-3,5-auMeTni-anamanTas. HiTo enuH ot Te3n Metabonumy
He nposesea NMDA-anraroHdcTHYHa akTHBHOCT. He € oTkpHT uprroxpoM P 450 karanu3upan
MeTaloTu3eM in vitro.

Ilpn npoy«sane ¢ nepopanso npwiarak *C-memanTiy, cpeaHo 84 % Or 103aTd cé BL3CTAHOBABA B
pamiuTe Ha 20 AHHK, KaTo noeeye oT 99 % ce exckpeTHpa npe2 GbGpenuTe.

EnumuHupane
MeMaHTHH C¢ eMMHHMpA 10 MOHOEKCIIOHEHIMANHA KPHBA C TepMKHANEH bz 0T 60 no 100 uaca. [Tpu

ROGpoBoILH ¢ HopMaTHa Ge6pedna yHitus o6muaT kapbHC (Cho) ZocTura ao 170 mYmin/1,73 m?
M HacT OT 001U GBOpeHeH KAUPBHE ce peaninpa upes TyGylapHa cexpenys.

BBOpeunusT 0OMEH BKIIOUBA ChLIC TYGYIHA Pe30pOLMA, KOSTO BEPOATHO € OMOCPE/ICTBANA OT
KarHOH-TpaHcnopTrpaun GenrTenn. Crenenra Ha Op0peYHO eNHMUHEPAHE HA MEMAHTHH B YCIIOBHATA
Ha aNKalHa YpUHa Moxke 1a Obe Hamanena 7 0o 9 ety (B, TOUKa 4.4). ATKATM3HPAHETO HA
YPHMHATAa MOXE A2 C& IbJIKH Ha APACTHUHH MPOMEHH B IHETATA, HAIPUMED OT MECHA KbM
BEr¢TApHAHCKA JUeTa, WIH HA MACHBEH pUEM HA AIKaTH3HpalH cToMaling Oy depu.

JinHelHOCT
IMpoy4eanuaTa npH A0GpOBOILH NOKA3BAT MHHEHHA (hapMaKoKHHETHEA B NO30BHA AHANa3oH ot 10 no
40 mg.

Bpbs OKHH ~(papMakoaHaAMKKa

INpu n03a 20 mg MeMaHTHH AHEBHO HUBATA B LEPEOPOCHHHAIHATA TEHHOCT OTIOBAPAT Ha CTOHHOCTTA
ki (ki = kOHCTaHTa Ha NHXMOHPaHE) HA MEMAHTHH, koATO € 0,5 MHKPOMOJIA B KOpaTa Ha QposTaniHus
IAT TIPH 90BeKa.
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[pu KPaTKOCPOTHH NMPOYHBAHUA BBHPXY ILTLXOBE MEMAHTHH, KakTo Apyrute NMDA-aHTaronucy,
NpEAM3BMKBA HEBPOHHA BAKYOH3aLlust M Hexpoia (nezun Ha Olney) camo ciea Lo3H, BOAGIA A0
BHCOKH TTHKOBH CEPYMHH KOHLEHTPAUMH. ATAKCHA H PYTH NpelKNMHUYHY IpU3HALM NPEALICCTBAT
BaxyoIuaumMaTa W Hekposara. Tei karo edextiTe He ca Ha(NIpnABaHN IPH OBITOCPOYHH
TIPOYBaHUA TIPH MPHIAYH U HETPU3AYH, KIMHHYHATA BPb3KA € TE3H DPe3YJITATH € HEM3BECTHA.

TIpe npoy4BaHkA 32 TOKCHUHOCT ca HabMoZaBaHy IPOMEHIUBY U3MEHEHHS B OUUTe TIPH NOBTAPAIIH
Ce JI03H NPH rpH3aYH W KYYeTa, Ho He H npu MaiiMyHH, Cneuuuysy odTanMoCkonCKK HICNEABAHHA
NpH KITHHUYHATE NPOY4BaHKA ¢ MEMAHTHH He PasKpPHUBAT HMKAKBH OMHH HIMEHEHHI.

Ilpu rpusauy ¢ Habntonapana Gocdonnnugosa s Genonpoduure Makpodary IOpaay HATPYTIBaHE Ha
MEMaHTHH B TH3030MITE. To3u eekT € MO3KAT OT APYTH aKTHBHH BelIECTBA C KATHOHHH aMHQpHTHH
CBOMCTBA. BeposTHO ChllleCTBYBa BPb3Ka MEXK/LY TOBA HATPYTIBAHE ¥ BAKYOIH3AUMATA, Habn0AaBaHa
B benure apoGose. Tosu edekr e HaGmonaBaH caMo NPH NPKTAraHe HA BHCOKK JO3H OPH TPH3A9H.
KiMHuYyHaTa 3Ha4MMOCT HA TE3H PE3y/ITATH HE & M3BECTHA.

He e yctanoBeHa IreHOTOKCHYHOCT Ha MEMAHTHH Cliefl H3CAe/BaHE 10 CTAHAAPTHH METORHKY. Hama
AAHHH 33 KAPLUHHOTCHHOCT NPH AONKHBOT-TPOAB/DKHTEAHH IPOYBAHHR NPH MHIIKH H ILTEXOBE.
MemaHTHH He € TepaToreHeH TIPH IITbX0BE H 34fLH, JOPH H B 103H, TOKCHYHH 32 MalikaTa, ¥ He Ca
0TOENs3aHH HEXENAHH NIEKAPCTBEHH PEaKLHM Ha MEMaHTHH BbpXY deprututeta. [Ipn MIIBX0Be e
OTOEMN3aH0 NOHKHKABAHE HA eTATHOTO Pa3BHTHE [IPY HUBA Ha EKCRO3ULMA, KOUTO €A HASHTHUHN WITH
MAJIKO NO-BHCOKH OT TE3H HA eKCTIO3HLHATA PH Xopa.

6. @APMAHEBTHYHH JTAHHH

6.1 Cnucbk HR NTOMOMIHATE BENICCTAR

ChpLeBHHA B TADNETKATA: JIAKTO32 MOHOXMAPAT; MMKPOKDHCTAIIHA 11eJYJI038; KPOCIIOBMAOH THIL B;
CHIHUIHER THOKCHA, KONoHACH Oe3R0AEH; MArueIHes CTEAPAT.

ObpuBKka Ha TAGNETKATA: XHNPOMEN03a, THTaHoB Anoxcka (E171), xenesen okews, Makporon 400.
6.2 HecbBmecTHMOCTH

Henpunosicumo,

6.3 Cpox Ha rogHoct

3 roavsHm.

6.4 Crennannu yc1oBug HA ChXpaHeHHe

To3u nexapcTBEH NPOAYKT He H3UCKBA CTIELMATHY TEMIEPaTYPHH YCIOBUA HA ChXPaHEHHE.
Crxpanassaiite 61ucTepyTe B KAPTOHEHATA ONAKOBKA, 32 Ia U TIPEANAIATE OT CBETINHA.

6.5 BHA ¥ cHALPKAUHE HA ONAKOBKATA

Brucrepn ot Anmymuauit/PVC/PVDC,

OnaxoBkn:

[Nonmaryn 10 mg: onakosky, chaepxkamy no 14, 28, 30, 42, 49x1, 50, 56, 56x1,70, 84, 98, 98x1, 100,

100x1, 112 dumupann TabneTky.

He Beuuku BHROBE ONAKOBKH MOXE 12 Ca MyCHATH B nponaxcﬁa.




6.6 CroenuaaHy npeANasHH MePKH NPH H3XBBLPAAHE u paboTa

Hama coeuManHy H3HCKBAHHA.

Bcekr HeH3NOMI3BaH NEKapCcTBeH MPOAYKT HAK OTNANBYHHTE MATEPHANY OT HEro TpAGBa Ja ce

H3XFBDJIAT B CEOTBETCTBHE ¢ MECTHHTE H3HCKBaHHA.

7. NPHTEXATEJ HA PAIPELIEHHETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.

ul. Pelplifiska 19, 83-200 Starogard Gdafiski

IMonma

8. HOMEP(A) HA PAZPELIEHHETO 3A YIIOTPEBA

11-24087/05.11.2013 - IMonmatun 10 mg dunmupass Tabnerku

Per. Ne 20130396

9. JAATA HA ITbPBO PA3PEIIABAHE/fIOAHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

Jara Ha mepBo paspeiasane: 05.11.2013

Jlara Ha nocnenro nogHoBsBaKe: 29.11.2017

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA




