KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHA ITPOAYKT

Honesan 5 mg bunMupany TabneTku
Dopezal 5 mg film-coated tablets

Honezan 10 mg punmupann Tabnerku
Dopezal 10 mg film-coated tablets

2, KAYECTBEH A KOJHYECTBEH CbCTAB

Beaxa dwnmmupana Ttaberka cpabpxa S mg AOHene3wn Xuapoxnopup (donepezil hydrochloride),
eKBHBaNEeHTEH Ha 4,56 mg noHenesun (donepezil).

IToMomuo(H) BeIEeCTBO(a) C H3BECTHO ACHCTRHE:
91,25 mg naxrTo3a MOHOXHAPAT 3a punmupana Tabnerxa.

Besxa ¢HimmMpaHa TaGnerka cwuabpxka 10 mg xoHeneswn xuapoxnopun (donepezil hydrochloride),
exkBHBAJICHTEH Ha 9,12 mg moHenesun (donepezil).

[Tomomuo(H) BeiecTBO(a) ¢ H3BECTHO ACHCTBHE:
182,50 mg nakTo3a MOHOXHMIPAT 3a GuiMupana TabieTka.

3a ITEIHMA CITMCBK HA NTOMOLIHHTE BeIEeCTBA BHDKTE To4Ka 6.1.

3. JEKAPCTBEHA ©®OPMA

Ouwmupana TabieTka
Toneszan 5 mg ¢puiMupanu TabneTxH ca 6eMM, KPLIriH H ABOAHO H3ITHKHAIIH,
Tonezan 10 mg dunMupaHH TableTKH ¢a X HITH, KPBIIH H ABOHHO H3ITBKHAJIH.

4. KJIMHAYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHAL

Tonesan GAIMUpaHH TaGJIETKH Ca NOKA3aHH 33 CHMITTOMATHYHO JICYCHHE Ha JICKA 10 YMEPEHO TEXKKA
NeMEHIME Ha AnxaiMep.

4.2 JIo3HDOBKA H HAYNH HR HPRJIOKECHHE

Jo3HpoBKa

Buv3pacmuw/nayuenmu 6 cmapyecka eb3pacm

1



KITHHHYHH OTTOBOPH HA JICYCHHETO H 33 Ja Ce IOCTHIHAT PABHOBECHH KOHICHTPAIMH Ha ZOHETIE3HII
xuapoxnopua. Crnen egHoMecedHa KIIMHHYHA OHEHKA Ha Te4eHMETO IPpH 5 mg/nen, ao3ara Ha JJomnesan
Moxe Ja 6na¢ yseardeHa no 10 mg/nen (no3upaHe equH BT AHCBHO). MakcCHMaJIHATa MPENOPBUKXTETHA
adesHa ao3a ¢ 10 mg. To3u, no-ronemn ot 10 mg/neH, He ca NpoydYeHH B KITHHHYHHTE NIPOYIBAHMA.

Jleuenuero Tpabpa Aa 614 3anovHATO H HAOMOZABAHO OT JIEKAp ¢ ONMT B JHATHOCTHKATA M JICYEHHETO
Ha JeMeHUHs Ha Anxaimep. [luarHosara Tpa6Ba fa ce MOCTaBa B CHOTBETCTBHE C PHETHTE YKa3aHusA
(nanp. DSM 1V, ICD 10). JleuenueTo ¢ qoHene3ua TpadBa Ja ce 3anmo4He caMo ako uma GoHornenay,
KOHTO peaoBHO Na HabmogaBa MpHeMa Ha JIEKAPCTBOTO OT naluMeHTa. I1oa EpkaImoTo TeYeHHe MOXE Aa
Objie MpHIaraHo, IOKATO KMA TepaneBTHYHA I0JT3a 3a nawHeHTa. [lopagn ToBa KIMHHAYHATA TION3a OT
JOHeMne3n1 TpAORA Aa ce nmpepasriiexa peaosHo. 1pabaa aa ce 0OMHCIIH NpeyCTaHOBABAHE HA
NIe9eHHETO, KOraTo Bede JIMIICBAT AOKA3ATEJICTBA 34 TepaneBTHIeH edekT. HHAMBHIYaNHHAT OTTOBOP Ha
JOHeNe3rw1 He MO)Xe Aa O'bae NMporaoaupas.

[Ipu npeycraHoBABaHE Ha JICYCHHETO Ce HAbMoJaBa NOCTENCHHO HAMaJIgBaHe Ha O/1aronpHATHHTE
edexTH or Homesan.

Heduampuuna nonyaayun
JloHene3un He ¢e npenophYBa 3a ynorpeda npH Acua H IOHOIH oA 18-roauinHa BB3pacT.

Hayuenmu ¢ 6v6peuno u yeprnoopobro yepexcoane

TTono6Ha cxeMa Ha NO3UpaHe MOXE Ia Ce MPHIOKH NPH nalMeHTH ¢ 6x0pedHo yBpexaaHe, Tl KATO
KIMPBHCET Ha JOHENE3WI XHAPOXJIOPH] He ce MOBIHABA OT TOBA CHCTOSHHE.

[Nopaayu BE3IMOXHATA OBHIIEHA €KCITO3MUIMA TIPH JIEKO IO YMEPEHO 4epHOAPOOHO yBpexaaHe (BkK. TOUKA
5.2), MOBHINABAHETO HA 103aTa TpAORa Aa ce M3BLpIBaA CHOOPA3HO HHAWBUAYAIIHATA TIOHOCHMOCT.
JIMncBaT JaHHH 3a DALHEHTH ¢ TEXKKO YepHOAPOOHO yBpeKaaHe.

Ha4MH Ha MpUIOXKECHUE
Honesan Tpabsa Aa ce nMpHeMa nepopalHo Bedep, TOYHO NPeaHM AAraHe.

B ciayuaii Ha HapyIIeHHA Ha CHHA, BKIIOYATETHO NATOJIOTHYHH CHHHINA, KOMIMAapH HIH
GeacrHMe (BX. TOUKa 4.8) Moxe aa ce oOMHCIM mpreM Ha Jlomesan CyTpHH.

4.3 IIpOoTEBOOOKAIAHEN
CBpPBXYYBCTBHTENHOCT KbM JIOHETIe3 |1 XUAPOXJIOPK, MHIIePHAHHOBH MPOH3BOAHH HIIH KbM HAKOE OT
NOMOIIHMTE BelecTsa, H30poeHH B TO4KA 6.1.

4.4 CoenHaJnE DpeiynpekaeENs U NpeJna3Hl MEPKH NpE ynoTpeba
VnorpeGara na Jlonesan npy NalHeHTH C TeXKa JEMEHIMA Ha AnxaiMep, ApYrH BUAOBE NEMEHLMA HITH

IPYTH BHIOBE YBPEKaHHA HA NTaMETTAa (Hamp. CBHP3aHO C Bh3pacTTa BJIOMABAHE HA KOTHHTHBHATA
¢yHKUHA), HE € MPOyYIeHa.

Anecmezun

lonesan, xaTo HHXHOHTOP HA XOIMHECTCPA3aTa, € BEPOATHO /1a YBEJIHYM MYCKYJTHATA pelaKcalus oT
CYKIMHWIXOJIMHOB THII IO BpeMe Ha aHECTE3HA.

Cupoeunocvooeu 3a60/R8aHUR

Iopamy hapMaKOIOTHYHOTO CH AEHCTBHE XOMHHECTEPasHHTe HHXHOHTODH MOXe 1A M

edekTH BbLPXY ChpAcUHaTa uecToTa (Hanp. 6panukapans). [loreHIMATST 32 TOBA ACH




OBJie 0COOeHO BaKeH 3a MALMEHTH CBC ,,CHHAPOM Ha GOJIHHA CHHYCOB BB3€JI HIIM IPYTH ChCTOAHHA HA
CYTIPpABEHTPHKYJIAPHA CHPAEYHA IPOBOAMMOCT KATO CHHOATPHAJICH HIH ATPHOBEHTPHKYJIapeH 6I10K.

HMa crobmenus 3a CHHKoN B repYoBe. [IpH nmpoy4BaHeTo Ha TaKHBa NALMEHTH TpA6Ba 1a ce o6Chan
BBL3MOMKHOCTTa 38 ChpJe4eH O/I0K WIH IBIrH CHHYCOBH NAY3H.

CrlnecTBYBAT MOCTMAPKETHHIOBH ChOOINEHNHS 3a yanDkaBaHe Ha QTc uaTepBana u Torsade de pointes
(Bx. ToukH 4.5 1 4.8). [Iperioprura ce MOBHIIEHO BHHMAHHE NMPH TIALKMEHTH C MIPEAIECTRAMA HIH
¢amMHIHa aHaMHe3a 3a yApDkapaHe Ha QTc HHTepBaa, IIPH NALMEHTH, JIEKYBAHH C JIEKAPCTBA, KOMTO
normmaeaT QTc HHTEpBANA, WIH NpH NALHEHTH CHC 3HAYKMO NpeAmecTBAIO ChpAeYHO 3abo/aBane
(Hamp. HEeKOMITEHCHpaHa ChbpAeYHA HEAOCTATHYHOCT, CKOPOIleH HH)APKT Ha MHOKapaa, OpaiMapHTMHH)
HJIH HApYLOCHHUA Ha €NeKTPONUTHHA OaaHe (XMITOKATHEeMMA, XUIIoMarae3ueMud). Moske 1a ce HaJIOKH
knuamano Habmoaenne (EKT).

Cmomawirio-ypesnu 3ab0AR8ANUR

ITanMeHTHTE C NOBMIICH PHCK OT pa3BUTHE HA A3Ba, HANIPUMED ¢ aHAMHE3a 3a A3BeHa O60NecT HIK
TAKHBA, KOUTO €JHOBPEMEHHO ITPHEMAT HECTEPOHIHH NMPOTHRORB3NAMTENHH cpeactea (HCIIBC),
Tpa6Ba aa 6paaT HabmogapaHH 33 CHMITOMH. BEIpEKH TOBA KITMHMYHHKTE NPOYYBAHUA ¢ JOHEIE3IWI He
MOKA3BAT YBEIHYCHHE B 3a001€BaEMOCTTA OT NENTHYHA A3Ba HIH CTOMAITHO-YPEBHO KbPBEHE I10
OTHOILIEHHE Ha ruanebo.

Ypozenumannu sabonseanus
BrnpekH 4e He ca HabmoaaBaHH MPH KIHHHYHHM NPOYYBAHKA C JOHENE3WI, XOJIMHHOMHMETHIIHTE MOTAT

18 IPHIHHAT OOCTPYKIHA HAa NIHKOYHHA MEXYP.

Heeponozwunu 3abonaeanus

ITIpunagsuy: IIpeanonara ce, 4¢ XOMHHOMHMETHLIHTE HMAT HAKAKEB NIOTEHIHAN A& MPHYHHAT
reHepaiu3upaHH KOHBYJICHH. BBITpeKH TORa rEpUOBETE MOXKE Aa ca H Mpossa Ha OanecTra Ha
Amrxakimep.

X OJIMHOMHMETHITHTE MOXe a HMAT INOTCHIIMAIA [1a H30CTPAT WIH N8 HHAYIIHPAT €KCTpanHpaMHaHH
CUMITTOMH.

3noxavecmeen nesporenmuver curnopom (3HC)

3HC, x0eTO € NOTEHLMANHO dXHBOTO3aCTPANIABAIO CHCTOSHHE, XapAKTEPH3HPAINO CE ¢ XHIIEPTepMHuA,
MYCKYJIH& PHTHIHOCT, AaBTOHOMHA HecTabunHOCT, MPOMEHEHO CE3HAHKE H NIOBHLICHH HMUBA Ha CepyMHATa
xpeaTMH(ocPOKHHAIA, ce CHOBIIABA MHOTO PSAKO B KOMOHHALHA C AOHENE3WN, 0CODCHO MPH MAIMEHTH,
MOJIyYaBallH €THOBPEMEHHO AHTUIICHXOTHIH. JIOMBJIHHTE/IHUTEe CHMITTOMH MOT'aT Ja BIUTIOYBAT
MHorno6uHypus (pabaoMuonmsa) U ocTpa 6E0peHa HeMOCTATHYHOCT. AKO NALHCHT pasBHe NpU3HALH H
CHMNTOMH, KOHTO Ca mokazarennu 3a 3HC, win uMa HeoOsCHIMa BHCOKA TeMITepaTypa 6es
JOITHIHHTEIHH KTHHHUHH npossH Ha 3HC, neuenmero TpabBa na ce NpeyCcTaHOBH.

Benoopobru 3abonseanur
IMopagu CBOHTE XOJIMHOMHMETHYHM AeHCTBKA HHXHOHTOPHTE Ha XOJIMHeCTepasaTa TpA6ERa ja ce

[IpeIMHCBAT BHHMATE/THO HA NALMEHTH C aHAMHe3a 3a aCTMa WK 06CTpyKTHBHO 6enoApoGHO
3abosasaHe.

WIIH aHTATOHHCTH HA XOIMHEPrHdHATA CHCTeMa TpabBa Na ce u3barea.

Texcko yeproopobro yspedicoane
JIMIICBAT JAHHM 38 MALMEHTH C TEKKO YepHOAPOOHO yBpeXKaaHe.

CMBPMHOCTM 8 KIUKUYHU NPOYNEANUR HA CHO0BA OEMEHYUR




IlporeneHH ca TpH KITHHHYHH ITPOY4YBaHHA C MMPOABIDKHTEIHOCT MO 6 Mecelia, KOMTO H3CJeBaT
HHIOMBHAH, OTroBapAIOH Ha kpuTepuuTe NINDS-AIREN 32 BeposTHA WK BB3IMOXKHA CHAORA AEMEHLIHA
(CI1). Kpurepuure NINDS-AIREN ca mpeaHazHaueHH ga MACHTHOHOHPAT NALMSHTH, YHATO AeMEH1HA
H3IJ1eKaa ce AR/DKH CaMo Ha Ch0BH NPHYMHM, H Ja M3KTIIOYAT NalMeHTH ¢ Sonectra Ha AmxakimMep. B
ITBPBOTO NpOYyYBaHe CMBPTHOCTTA € Orta 2/198 (1,0%) B rpynara, tleKkyBaHa ¢ HOHENE3HA XHAPOXJIOPH
5 mg, 5/206 (2,4%) B rpynara, IeKyBaHa ¢ JoHene3Hn xuapoxnopua 10 mg, u 7/199 (3,5%) B rpynara,
nexKyeaHa ¢ wanefto. Bne TopoTo npoyusane cMbpTHOCTTA € 611a 4/208 (1,9%) B rpynara, nexypaHa ¢
JAOHEME3 W XHAPOXIOpHA 5 mg, 3/215 (1,4%) B rpynara, 1eKyBaHa ¢ AoHene3w1 xuapoxnopua 10 mg, »
1/193 (0,5%) B rpynara, nekyeaHa ¢ wianebo. B tperoro npoy4ueane cmbpTHOCTTA € 611a 11/648 (1,7%)
B rpyIiaTa, JIeKyBaHa ¢ JoHene3un xuapoxaopua 5 mg, 1 0/326 (0%) B rpynara, nexysasa ¢ ruanebo. Or
TpHTe NMpoyuraHua BEpXY CJl koMOHMHHpaHaTa CMBPTHOCT B Ipynara Ha JoHene3un xuapoxnopun (1,7%)
€ YHCJIeHO ITO-BHCOKE, OTKOJIKOTO B rpynarta Ha miauebo (1,1%), Ho Ta3H pa3nuka He € CTATHCTHYECKHK
3HauuMa. [To-roasMara 4act oT CMBPTHHTE CITY4aH MMPH NAHHEHTH, NPHEMALIH HIIH AOHeTe3HI
XHAPOXJAOPHA, WIH IU1anebo H3riexaa ca pe3yirTaT OT paviMHiuHH ChAOBH NPHYMHH, KOUTO HHMXa MOriH Aa
ce OYAKBAT MMPH TA3H BB3PACTHA TOITYNIALMA ChC CHITHTCTRAIIO CHAOBO 3a00onaBaHe. AHAIM3 HA BCHUKH
CepHO3HM He(daTaTHH H datanHu ChOOBH CHOHTHA HE MOKa3Ba pa3IHKa B YECTOTATA Ha N04Ba B rpynaTa
HA AOHEME3HI XHAPOXNIOpHA cnpsMo muauebo.

[Ipn 06061neHH NMpoyuBaHKa BEPXY Oonectra Ha AnuxadiMep (n=4146) U KOraTo TE3H NMPOYYBAHMA 34
Gonecrra Ha AnmxadkmMep ca obeAMHEHH ¢ APYTH IPOYYBAHHUA 38 JEMEHIMS, BKIFOYBAINH IIPOYYBAHHA HA
ChJOBaTa AcMeHITHA (06mo n=6888), mpoleHTHATA CMBPTHOCT B IPYIHTE Ha I1anebo YMCIIeHo €
HAJBHINABANA TA3H B IPYIIHTE HA JOHEIE3WT XUAPOXJIOPHA.

Iomownu sewyecmea

To3H NeKApPCTBEH NPOAYKT CHABPKA J1AKTO3a. [1aIMeHTH ¢ peikH HaCICACTBEHH MpOOIEMH Ha
HENOHOCHMOCT KBM T'JI&KT034, IThJICH JIAKTA3eH AeHHLIAT WIH IVIIOK030-TallakTo3Ha Manabeopbums He
Tp=0Ba 1a NPHEMAT TOBA JIEKAPCTERO.

4.5 BiaumopneciicTeEe ¢ ApYra JIeKaPCTBEHH NPOAYKTH N APYTrHE GOPME HA B3aEMOJAcHCTBHE

CrobimeHH ca cayyau Ha yaspkasade Ha QTc urreppana ¥ Torsade de pointes nIpH JOHeme3u.
[Ipenoprnysa ce NOBHIIEHO BHHMAHHE NPH yNoTpe6a Ha AOHENe3HT B KOMOHHALIHA ¢ APYTH JIEKAPCTBCHH
MPOJYKTH, 38 KOMTO € H3BECTHO, Ye YAnDkasaT QTc HHTepBana, H MoXKe Jia C€ HANOKH KITHHHIHO
Habmozaenue (EKI). IIpaMepHTe RKTIOYBAT:

- AHTHAPHTMHYHH CpeAcTBa Kiac IA (Hamp. XHHHAHH);

- aHTHApHTMMYHHU cpeacTsa wiac Il (Hanp. aMHoAapoOH, coTanon);

- HIKOH AHTHJENPEecaHTH (HAMNP. LATAIONpPAM, eCLIHTAIONpaM, AMUTPUITTHIMH);

- IpYrH aHTHIICHXOTHIM (Hanp. GeHOTHAHHOBH MPOH3BOJHH, CEPTHH/ON, MMMO3H/I, SHIPA3HIIOH);

- HAKOH AHTHOMOTHIM (HANp. KNAPHTPOMMIMH, ePMTPOMHLIHH, TeBoGIOKCALMH, MOKCH(IIOKCALTHH).

TloHene3w1 XHAPOXIOPHA W/WIH HeroBH MeTaGoIMTH He MHXHOMpAT meTabomniMa Ha TeOHIHH,
papdapHH, IHMETHAMH HIH JHIOKCHH NPM X0pa. MeTabomu3MBT Ha AOHETIE3AN XHAPOXJIOPHA HE CC
NOBJTHARA OT €HOBPEMEHHOTO MPHJIOKEHHE HA IMTOKCHH WM LMETHAHH. [n Vilro mpo Y AR
NIOKA3BaT, Ue MTOXpoM P450 u3oersumuTe 3A4 ¥ B no-Manka cTeneH 2D6 yqacma ACTROAE
moHene3wn. [IpoBeICHH in vitro W3CJEABAHHA HA ICKAPCTBEHHTE B3aHMONCHACTBHA HORMSHAT, Ht
KEeTOKOHA30J1 M XMHHIMH, HHXHOHTOpH choTBeTHO Ha CYP3A4 K 2D6, HuxuGupay/mist;
poHeneawt. [Topamu ToBa Te3u ¥ ApyrH HEXHGHTOpH Ha CYP3 A4 xaTo HTPAKOHARDE
urxu6uTopH Ha CYP2D6 xaro duyokceTnH, MoraT Aa HHxuGHupar MeTabonusma K
Mpoy4BaHe MpH 3paBH AOGPOBOJILM KETOKOHA30J yBEIHYABA CPEAHATE KOHLC
oxono 30%.




EH3HMHE HHOYKTOPH KaTo pudaMiMUIMH, peHUTOMH, kapbaMa3eIlHH H ATKOXO0JI, MOTaT A8 HAMAJIAT
HHBaTa HA JOHEME3WI. Thif KaTo roleMsuHaTa HA HHXHOMpAIMUA WIH HHAYUMpAIHA epeKT He € H3BECTHA,
TAKHBA JICKAPCTBEHH KOMOHHAMH TPAOBa /1a C€ W3MNON3BAT BHUMATEAHO. JJOHene3H XHAPOXJIOPHA HMA
MOTCHLHA/IA A3 B3aHMOACHCTRA C JIEKapCTBA, KOUTO HMAT AHTHXOJMHHEPIrHYHa AKTHBHOCT. CBHINECTBYBA U
MOTEHLHA] 38 CHHEPIrHYHO JCHCTBHE IIPH CHITBTCTBALIO JIeYeHHE, BKIIOYBAIIO JICKAPCTBA KATO
CYKUHHHIXOIHH, IPYTH HEBPOMYCKY/IHE OIIOKEPH MK XOTHHEprHYHH arOHHCTH, WK 6eTa-GioKepH,
KOHUTO MMAT e(ekT BEPXY ChpACUYHATA NPOBOAHMOCT.

4.6 DepTHIHTET, lpeMeHEHOCT H KLpPMeHe

bpeMeHHOCT
JIMMCBAT AOCTATHEYHO JAHHH 38 yriorpedara Ha NOHere3rW NpH OpEeMEHHH >KEHH.

[IpoyuBarmsTa NMPH XKUBOTHH HE MOKA3BAT TEPATONeHEH €(eKT, HO Ca NOKA3AIH [ICPH- H NNOCTHATATHA
TOKCHIHOCT (BXK. TouKa 5.3 , ITpemmarany nqanau 3a 6ezonacHoct™). IToTeHUMATHHST PUCK IIPH XOpAa
HE ¢ H3BECTEH.

Hone3an He TpaOBa Ja ce H3NON3BA O BpeMe Ha GPeMEHHOCT, OCBEH AKO HE € HAIOXKHTEITHO.

Knpmene
JIoHene3nn ce eKCKPeTHPA B KbpMaTa Ha IUTEX0Be. He e H3BecTHO AalIH ZOHENE3HT XHAPOXIIOPH) Ce

eKCKpeTHpa B KbpPMaTa M He Ca NPOBEKAAHH MPOYIBAHHA NPHU KbpMelH xeHM. [lopaau Tora KEpMEHETO
TPAOBa /1a CE MPEYCTAHOBHM IO BpEMeE Ha JIEYEHHME C JOHETI3UII.

4.7 EdexTa pppxy cnocobmocTTa 32 MOoPpEpane H pabora ¢ MAIMHAN
JloHenesus MOBIMABA B MAJIKA WIH B YMEPEHa CTeneH cnocobHoCTTa 3a modupane 1 pabora ¢ MalIMHH

TleMeHIIMATA MOKe 18 HaMAaIH criocoGHOCTTA 32 MOpHpaHe HIIH Ja KOMIIPOMETHpa CrioCOOHOCTTa 32
pabora ¢ MamuHH. OCBEH TOBA AOHENE3H/T MOXKE Ja NPEAHIBHKA YMOpAa, 3aMasHOCT H MYCKYJTHM KpaMIH,
IJIABHO [PH 3aTI0YBAHE HA JISYSHHETO WIIH NpH NOBHINABaHE Ha n03aTa. JlekyBausaT nexap Tpabpa
PYTHHHO Jia OLICHABA CIOCOOHOCTTA HA MAMEHTHTE Ha JIe4EHHe ¢ JOHENE3H Aa MPOTB/DKAT a IoGUpar
WIH A3 paboTaT ¢ MAIMHH.

4.8 HemxeJIaHH JIEKRPCTBERH PeAKIRH
Haii-gecTre HeXeaHH peakiMH Ca AHAPHA, MYCKYJIHH KpaMIIH, yMOpa, raficHe, NOBPhINAHE H
GesceHue.

HesxenaHuTe JIEKAPCTBEHH peaKi|H, 38 KOHTO HMa CHOOIICHHA, C HIK/IIOYeHHe HA H30JIHpaH Ciry4aH, ca
H3GPOEHHM MO-A0Iy N0 CHCTEMO-OPraHHH KJIacOBe H IO 4ecToTa. YecToTHTE Ca AC)HHHPAHH KATO: MHOIO
vecTH (>1/10), gect (o1 21/100 go <1/10), newectn (ot 21/1 000 mo 1/100), peaxn (ot 21/10 000 mo
1/1 000), muoro peaxu (<1/10 000) K1 ¢ HeHM3BECTHA YECTOTA (OT HAIHMHHTE JAHHH HE MOXE a Opne

HAaIMpaBeHAa OLICHKA).

CucreMo- Muoro | Yecrm HegecTH Peaxn
OpraneH JeCTH
KJIAC

Hndexunn » HacTHnka
HH(peCcTALHH

Hapymenus AHOpEeKCHSA

Ha
MeTabonuzMa




M XPaHEHETO

[TenxyaHm XaroIMHALIMM IlopuiueHO
HapymeHAA e JIHOHAO,
Bp3byna** Cepbxcekcyal-
ATIpPECHBHO HOCT
noeegeHue™ *
Heobuvaitiu
CHHHIIA U
xomMapu**
Hapymenua Cunxon* ExcrpannpaM | 3nokadectse | IIneBpoTOTOHYC
Ha HepBHATA 3aMasHOCT [Tpunagpum* | HOHK H (,,JTuza*
CHCTEeMa beaschHMe CHMITTOMH HEBPOJICNITHY | CHHAPOM)
€H CHHIPOM
CrpieuHu bpagukapaua | CHHO- [TosmamopdHa
HApYILIeHUA aTpHalicH KaMepHAa
6nok TAXHUKAPIHS,
ATpHOBEHTpH BKTIOYMTEIIHO
-KyJ1apeH Torsade de
6nok pointes;
YaeioxkeH QT
HHTEPBAT Ha
eJIEKTPOKAPHO-
rpamMara
CromamHo- | [Iwapua | Ilopprmane CroMalnHo-
YpEeBHH laneHe | ADQOMUHANIHH | YpEBHH
HapymICHUS CMYINECHHA KPBBOHIIHBH
HA3BH Ha
cTOMAaxa M
JABAHAECETO-
MPBCTHHKA
XHrepcann-
BaLAA
X enarobunua YepHoapobHa
PHH AACHYHKIMA,
HapylIeHHA BKTIOYHTETH
o xenmaTur***
Hapyinenus OGpue
HA KOXAaTa H Crpbex
MOAKOXKHATA
THKAH
HapymeHus Mycky1HH Pabaomuo-
HAa MYCKYJITHO- KpaMITi
CKeJIeTHATa
CHCTEMA H
CheAHHHTETH
aTa ThKaH
Hapymexns HMHKOHTHHEHII
Ha 6uOpelTe B4 HA ypHHA

H IIHKOYHHWTC




ITbTHING

O6mmu I'naBo- | YmMopa

HapymeHMa H | Somme

edeKTH Ha bonka

MACTOTO Ha

 [PHIIOKEHHE

Hacnenpanus MHHHMATHO
NOBHILIABAHE
Ha
CepYMHMTE
KOHLIEHTpaLH
H Ha
MYCKYJ/IHA
KpeaTHHKH-
Ha34

HapansasaHH, 3NOMONTYKH,

OTPAaBAHHSA H BKJTIOYMTETHO

YCIIOXKHCHHA, nagaHus

BB3HHKHAIIH B

pe3yJITAT Ha

HHTEPBCHLIMH

*[IpH OLICHKA Ha MAIMEHTH 38 CHHKON WIH ApHIIaTsM TpaOBa f1a ce 0OOMHCIH BE3MOXHOCTTA 38
chpAedeH ONOK WIM IBJITH CHHYCOBH TIay3H (BXK. TOYKa 4.4)

**}ma crOOmeHna 38 XxamouMHalIMK, HeoOWdaliHH CHHUIA, KOIMMAPH, Bb30yZia H arpeCHBRHO
NOBEACHHE, KOMTO OTIOYMABAT MMPH HAMA/IABAHE HA N038Ta WIM MPEYCTAHOBABAHE HA ICYSHHETO.

**+B ciayyaii Ha Heo0ACHHMA MepHOApPoOHa auchyHKIMA, TpAOBa 1a Ce HMA NIPEABHA IpeKpaTABaHe Ha
neuenueTo ¢ Joresan.

**x*L{ma cHLOOMmMEHHA 3a pa0IOMHONN34, MPOABABALIA C& HE3ABUCHMO OT IIOKAYESCTBEHHUA
HEBpPOJICNITHYEH CHHIPOM H B OJIH3Ka BpeMEHHA BPB3Ka CHC 3AMOYBAHE HA JICICHHETO HIIH YBEIHYABAHE

HAa 003314 HA JOHCIIC3IHI.

CroflaBaHe Ha MOJO3MPAHH HEXKENaHHW PEaKITHU
CrobmasaHeTo Ha MOJO3HPAHM HEXETaHM PeakiMH cliel pa3pelllapaHe 3a yrnoTpeba Ha ieKapCTBEHHA

POAYKT ¢ BakHO. ToBa N03BOJIABA 1A MPOXE/DKH HAGIONCHHETO HA CHOTHOMEHHMETO MOMI38/PHCK 33
JIEKAPCTBEHHE NPOAYKT. OT MEUIMHCKHTE CTIEHATHCTH C¢ H3HCKBA 71a ChoOMaBaT BCAKa MOJ03Mpata
HeXKe/IaAHA Peakilig ypes:

H3mpaHUTENHA areHLMA 10 JIEKAPCTBATA

yn. ,,JdamsH I'pyes* Ne 8

1303 Codux

Ted.: +359 2 8903417

yeGcaiT: www.bda.bg

4.9 Ilpenosmpane

HsumcneHara cpeHa JIeTAIHA 1038 Ha IOHENE3WT XHIPOXJIOPHA ClIe/i MpHIarad / g
nepopaaHa Jo3a IPH MHIIKH H IUTEXOBE € CLOTBETHO 45 u 32 mg/kg win npHOIH RS
HAJI MAKCHMAJTHATA TTperophbYHTeNHa f03a oT 10 mg Ha neH. HabnonasaHu ca {
Ha XOJMHEpPrHYHA CTUMYJIAlMA NMPH KHBOTHH, BKIIIOYBAIHM HAMA/IBAHE Ha CIIOHY
aKTHBHOCT, JIEFHAJIO MOJIOXKCHHE, KIaTyLIKAINa Ce NMOXOAKA, JIAKpHMALIHA, KIOH
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MOTHCHATO JHINAHE, CIIOHOOTACIAHE, MHO38, (GaclMKyJIalud H MOHIDKaBAHE HA NIOBBPXHOCTHATA
TEMIIEPATYPA Ha TAIOTO.

I1peo3upaHeTO C XONMMHECTEpa3HH HHXHOMTOPH MOXe J1a AoBeJe A0 XONHHEPruIHa KpH3a,
XApaKTEPH3HPAIIA C& CBC CHITHO rajieHe, TOBPBIAHE, CINIOHOOTAENAHE, NOTeHe, OpaauKapaus,
XMIIOTOHHS, PECTTUPATOPHA JENPECHS, KOJANC ¥ KOHBYJICHH. BEaMOXHO € 3aam1009aBale Ha MYCKYJIHATa
cnabocT, KoeTo MOXe ia A0Befie A0 CMBPT, KO OBIAT 32CErHATH JHXATETHHTE MYCKYJIH.

Kakro ripn ApyrHTe Cy4ad Ha IMpefo3upaHe, TpabBa Ja ce MpHiokaT o6IoyKpeBalqy MEPKH.
TpervurKTe AHTHXOMMHEPTHLUH KATO ATPOIMH MOTAT A8 CE& M3MOJI3BAT KATO aHTHAOT IIPH NPEeA03HpaHE C
Honesan. Ilpenopbura ce MHTPABEHO3HO NpHNAraHe Ha aTPOMMH CYNA(]AT B NOCTENEHHO YBEIHYABAINa ce
A03a A0 rocTHrane Ha eQexT: HayaiaHa no3a ot 1,0 go 2,0 mg uHTpaBeHO3HO, NOCIEABAHO OT A03H,
ONpPEAEICHH BH3 OCHOBA HA KIIMHMYHUA OTToBOp. IMa ¢croOIIieHHA 38 aTHIMUYHH PEaKL[HH 1O OTHOLIEHHE
Ha KPBBHOTO HAJIATaHE H CLPAEYHATA YECTOTa MPH NPHIATRHE HA APYTH XONMMHOMHMETHLIH, KOTATO Ce
NMPUAAraT ¢JHOBPEMEHHO ¢ KBATCPHEPHH AHTHXOMMHEPTHLIM KATO [IIHKOIMMpONAT. He € M3BECTHO Haiu
JAOHETIC3UA XHAPOXJIOPHI W/IWIH HeroBHTe MeTaboMHTH Morar aa 6bAaT OTCTpaHeHH upe3 qHaIH3a
(xeMoHaTH3a, TIEPHTOHEANIHA JAATH3A HIH XeMOQHITTPALHA).

5. GOAPMAKOJIOTHYHH CBOMCTBA
5.1 @apMAKOAEHAAMEYHE CBONCTBA

DapMaKoTepancBTUYHAa IPyma: JICKapCTBa Cpelly AEMEHLIHA; AHTHXOIMHECTEPA3HH
ATC xoa; NO6DAO2

MexaumpM Ha IeHCTBHE
JloHene3uwn XuApoXJIOpHA ¢ crieupdudeH U 0OpaTM HHXHOUTOp Ha AlICTHIXONHHECTEpasarTa,

npeoGafiapamaTa XoMHecTepa3a B Mo3bKa. JfoHenesrwn xuapoxaopus e in vitro Haa 1000 meTH no-
CHJIEH HHXHOHTOP Ha TO3H EH3HM, OTKOJIKOTO Ha OYTHPHIXOIHHECTEPA3aTa — eH3HM, KOHTO Ce ChABPXa
ITIABHO M3BBHH IIEHTPalIHATA HEPBHA CHCTEMA.

Hemenuua Ha Anmxaitvep

[IpH naiMeHTH ¢ AeMeHUMA Ha AnLxaiiMep, y4acTBAlOH B KIMHHYHM MPOYYBAHHA, IPWIOKEHHETO Ha
¢ZHOKPATHM JHEBHM JI03M OT 5 mg wiu 10 mg noHeneswn ¢ noBeno Ao crabuiHo HHxuOHpane Ha
aKTMBHOCTTA Ha ALeTHIXO/IHHECTEpa3arTa (M3MepeHa B epHTPOLMTHHTe MeMOpaHH) CBOTBETHO ¢ 63,6% H
77,3% NpH H3MEpBaHe Clle] MPUIAaraHe Ha A03aTa. YCTaHOBEHO €, Ye¢ HHXHOHpaHeTo Ha
aneTwixouHectepasara (AChE) B uepBeHUTE KPEBHH KJIETKH OT JOHENC3WI XHAPOXJIOPH] KOpeJIHpa C
npomesHTe B ADAS-cog — 4yBCTBHTE/IHATA CKAJIA HA OLICHKa Ha ONpPEAENICHH &CIICKTH HA KOTHHTHBHATA
chepa. [ToTeHIMATLT HA IOHENE3WI XHAPOXJIOPH]L 1a MPOMEHH Kypca Ha OCHOBHATA HEBPOMATOJIOTHA HE
e ripoyyeH. Ce0BaTeIHO He MOXKE /ia Ce CUHTA, 4e JIOHENE3W] HMa HAKAKBE CPEeKT BEPXY
IporpecHpaHeTo Ha 3a00JIBaHeTo.

EdHKacHOCTTA HA JIEYSHHETO Ha ACMEHIMHA Ha AuxalMep ¢ JOHEME3HI € MPOYYCHA B YSTHPH nranebo-
KOHTPO/MPaHH NPOYYBAHKA, 2 POYUBAHHMA C MPOJBDKHTENHOCT 6 Mecela H 2 IIPOYYBAHMA C
MPOALIDKHTEIHOCT | rOOHHA.

KATO Ce M3NO/3Ba KOMOMHALIMA OT TPH KpHTepuA 3a edukacHocT: ADAS-Cog (MApka 34
neHHOCT), KTMHHYHO MHTepBIO Ha Ha3aTa Ha BrieYATICHHATA 34 IPOMAHA MO NJaHHH OT
(Mapka 3a ofiuTe QYHKIMH) H ITOJCKANA 38 €XKeHCBHUTe JeHHOCTH KbM CKAJlaTa 34 k
Ha NeMeHIMs (MAPKA 32 COLMATHO-GHTOBMTE CIOCOGHOCTH, 34 CITPAaBIHE Y IOMA, € X00}

cebe cH).




ITauneHTHTE, KOHTO H3ITBLIHABAT KPHTEPHHUTE, H3OGPOSHH NO-A0MY, C& CUHTAT 38 [MOBJIHAIH Ce OT
JIEYCHHETO.

Otroeop = IlopoGpsarane Ha ouenkaTta oT ADAS-Cog ¢ noxe 4 ToO4kH
bes rnornasane va CIBIC +
be3 mRiomasase o MOACKANATA 3a €XXCHEBHHTE AEHHOCTH KBM CKAJIATA 34 KJIHHHYIHA OLIEHKA Ha

AEMEHLIHA

% OTTOBOp
IIpepBusieHa 3a TeuyeHHe IToanexaina Ha OlieHKa
MOy JTalMA n=365 nomnynamms n=352

I'pyna Ha umanebo 10% 10%

I'pyna na neqenne ¢ | 18%* 18%*

TabneTKy AoHene3nn

> mg |

I'pyna na neuerme ¢ | 21%* | 22%**

TablIeTKH OHeIe3HN

10 mg

* p<0,05

** p<0,01

,I[OHGHESHJI [IPCAM3IBHKEA NO303ABHCHMO CTATHCTHYCCKH 3HAYHMO YBCIIHYCHHE Ha IIPOLCHTA Ha
NalMueHTHTE, KOHTO Ca OMIH OlIEHEHH KaTO MOBIHABAILIM CE HA JICUCHHETO.

52 DapMAKOKHHETHYHH CBONCTBAR

AGcopbumsa

MakcHMaNHHTe IU1a3MEeHH HMBA Ce JOCTHIraT NpHOIH3HTENHO 3 A0 4 Yaca Clie] NEPOPAHO NPHAOKECHHE.
[InasMeHHTe KORLICHTPAUMH H [UIOHITA O KpUBaTa C€ NOBUINABAT NPONOPIHOHAIIHO Ha X0O3ATA.
TepMHHATHAAT NIOTYKHBOT € MpHOMM3KTenHo 70 Yaca, NOpagH KOETO MPHIaraHeTO HA MHOXECTBO
e/THOKPATHM JXHCBHH JIO3H BOJH A0 MMOCTENEHHO JOCTHIRHE HA PABHOBECHO CHCTORHME. IIpHOMM3HTSIHO
PABHOBECHO CHCTOSHME Ce NOCTHTa B PAMKHTE Ha 3 CEIMHIM Cliejl 3aM0YBaHe Ha nedeHueTo. Cren
[IOCTHIaHE Ha PABHOBECHO CHCTOAHHME IUIA3MEHHMTE KOHLICHTPALHH Ha JOHENE3HI XHIPOXIOPHA H
CBLP3aHATA ¢ TAX HAPMAKOJHHAMHTHA AKTHBHOCT NOKA3BAT ¢aba BapHabHIHOCT B TCYCHHE HA JCHA.

XpaHara He BIHAe Ha abcopbiara Ha AOHENE3HT XHAPOXIOPHA,
Pa3 HHE

ITpuGnusuTenno 95% OT JOHENE3WN XHAPOXIIOPHA Ce CRLP3Ba ¢ YOBELIKHTe I1a3MeHH MpoTeHHH. He e
H3BECTHO KaKBO € CBbP3BAHETO Ha AKTHBHHA MeTabomuT 6-0O-1eCMETHNIOHEICH C TUIA3MEHHTE

npoTeHHH. PasnpeaeneHuero Ha AOHENE3HI XHAPOXIOPH B pAIHIHH TC/I€CHH ThKAHH HE €
OKOHYATEJIHO MPOy4YeHO. BrIpekH TORa, B H3cAeBAHS Ha OalaHCa Ha MacaTa, npone,ue 13
HOOPOBOJILIA OT MBKKH 0N, 240 gaca el MPHIOKECHHETO HA SAHHMYIHA 11033 OT J A NI
IOHENE3HWT XHAPOXIOpHA, Mpubiu3HTenHO 28% oT Mapkepa He ce otaend. Tora mpefirats

JOHENE3W XKAPOXJIOPHA H/HIH HEMORUTE META0OIMTH MOTaT J1a OCTAHAT B OpraH|

ITHH.
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JIOHeNEe3HT XHAPOXJIOPH C& EKCKPETHPA B YPHHATA HENPOMEHEH H ce MeTabOoIM3IMpa OT CHCTEMATA Ha
tHToXpoM P450 no MHOXKecTBO MeTabGOMTH, He BCHYUKH OT KOUTO ca MAeHTHQHIMpaHH. Crea
[MPHJIAraHETO Ha eTHOKpATHA X034 OT 5 mg MapkupaH ¢ '‘C JoHene3w! XHIPOXJIOPU, ILIa3MEeHATa
PalHOAKTHBHOCT, H3pa3cHa KaTO MPOLICHT OT NPHIIOKEHATA J03a, C€ OTKPHEA MPEAMMHO KATO
HeMpOMEHEH ACHeMNe3HI XHApoxopHA (30%), 6-O-aeamerwnaonenesnn (11% - camo Merabonur, koitTo
NpOABABa AKTHBHOCT, N0A00Ha Ha AOHENE3W XHAPOXIOPHA), AoHene3wiI-uuc-N-oxcHa (9%), 5-O-
Ac3MeTHIIOHENE3NN (7% ) H IIIOKYPOHHAIOB KoHIOTAT Ha 5-O-1esmerrwionenesun (3%).xnopug (30%),.
[TpubmasurenHo 57% ot obmara NpuiIoXKeHa pATHOAKTHBHOCT € OTKpHUTA B ypHHaTa (17% karo
HETNPOMEHEH AoHenesrn) U 14,5% ca OTKpUTH B H3NMPAKHEHUATA, KOETO Npeanosara 6uoTpanchopMalms
H €KCKPCIIHA B YPHHATA KATO IIbPBHYHH ITETHINIA Ha SIHMHHHpaHe. JIMICBAT AaHHH 3a CHTEpOXEeNnaTalHa
PELMPKYJIALMA Ha JOHETIe3W XHAPOXJIOPHA W/HWIH Ha HENOBHTE MeTAOOIHTH.

IInasmMeHyTe KOHUCHTPALIMM HA JOHETE3MJI HAMAJIABAT C BpEMe Ha NOIYKHBOT OT 0koJ10 70 4aca.

IToorsT, pacara 4 AHAMHE3ATa 38 TIOTIOHONMYLIEHE HAMAT KIMHHYHO 3HAYMHMMO BIIHAHHE BHPXY [UIa3MEHHTE
KOHIICHTPALIHH Ha JOHEIC3WI XHApOoxXIiopHa. DapMaKOKHHETHKATA Ha JORENE3WI HE € IMpOYy4YBaHa
o¢HMIMATHO IIPH 3ApaBH JIHIIA B CTApYECKa BB3pAcT WIK IMPH NaiMeHTH ¢ GosiecT Ha AmxaliMep HiH
ChAOBA AeMEHLIHA. BLOpekH TOBA CPeJHHTE IUIA3MEHH HHBA NPH NAHEHTHTE ¢& MHOIO CXOAHH C Te3H
NpH MJIaAH, 3ApaBH 10OPOBOIILIH.

IIpn nauMeHTHTE C IEKO A0 YMEPEHO YepHOApOoOHO YBRpeKaaHe HMa NOBUINABAHE HAa KOHLICHTpallMHTe Ha
JOHENEe3 W B paBHOBeCHO ChCTOSHME; cpeasa AUC ¢ 48% u cpeana Chax ¢ 39% (Bx. TOYKa 4.2).

5.3 Ipeaxsuaxann sanam 3a 6ezomacHoct

OOmHpHO MpOoy4YBaHe ITPH EKCIICPUMEHTA/IHH XHBOTHH MOKA3Ba, Y€ TOBA BEINECTBO MPEAH3BHKBA MAIIKO
Ha Opoit e(peKTH, PA3THIHH OT OMAKBAHMTE (PAPMAKONOIHIHH ¢(eKTH, CHOTERETCTBAINM HA NEHCTBHETO MY
KATO XONHHEPrHUeH CTHMY/ATOp (BXK. TouKa 4.9). JIoHeNne3na He € MyTareHeH MpH aHAJIM3H HA MyTalMH
Ha 6aKTepHAaIHH KJIETKH H KJIETKH Ha 6osalinnim. Hakou xnacToreHHu eekTH ce Habmoaaear in vitro
NpPH KOHLICHTPALMH, KOUTO ¢a SBHO TOKCHYHHM 38 KIEeTKHTE H moseye oT 3000 meTH niua3sMeHHTe
KOHLICHTPAlHH B PABHOBECHO CheTOsHHe. He ca HabmonapaHH KAaCTOreHHH HIIH APYTH NeHOTOKCHYHH
edeKTH ITPH MHIOM in vivo MEKpOSIpeH Mozen. JIMncBaT JaHHH 38 OHKOT€HEH MOTeHLHAaNl NpH

TBLATOCPOYHH MPOYYBAHMA 32 KAPLIHHOTEHHOCT ITPH IUThXOBE HIIH MMIIKH.

JloHene3un XUAPOXJIOpHA HAMA eEKT BbpXY ¢epTHIHTETa NMPH ILTEXOBE M He € 01N TepaToreHeH npH
ITEXOBE WM 3aifIM, HO HMA ¢i1ab edekT BrpXy 6pos Ha MBPTBHTE PaKIAHHA H PAHHOTO OLE/IABAHE Ha

MMOTOMCTBOTO, KOTATO Ce NpHiara Ha 6peMeHHH IUTbXOBE B JO3H, HaJBHIIABAIIK 50 ITETH A03aTa MPH
xopa (BXK. Touka 4.6).

6. OAPMAIEBTHYHHM JAHHH

6.1 CnEchk ER DOMONIHETE BEIIECTBA

5 mg dunMupanu TabneTku
CoplicBHHA HA TAONETKATA:

JlakTo3a MOHOXMApAT

MMuKpOKpHCTANIHE LISTYI03a

XU APOKCHITPOMHIIIICTYJIO3a
MarnesneB creapar

[TapeBuqHO HHIIECTE
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Twuranos auoxcug (E171)

10 mg punmupanu Tabnerxu
CospueBnHa Ha Tabnerkara:

JIakTo3a MOHOXHIIPAT

MHKpOKpHCTAIHA LIeTy103a

XHIPOKCHITPOTIHIIIICTYJIO3A
Maruesues creapar

IlapeBH9HO HHILIECTE

IToxpuTHe Ha Tabnerkara:
Tank

Turanos quokcua (E171)
AKsar xenesed okeua (E172)

6.2 HechBMeCTHMOCTE
Henpuioxxumo.

6.3 Cpok Ha rogEoCT

3 rOaHHH

6.4 Cpoenmainn ycjlOBHSE HR ChXPDAHEHHE
To3H NeKapCTREH NPOAYKT HC H3UCKBA CIIELIHANTHH YCIIOBHA 38 ChXPaHEHHE.

6.5 BEa = CHABPKAHEE HA ONAKOBKATA
Tlonesan TaGneTkH ce mpenara B GIIMCTEPHH ONAKOBKH, Chbpxamy 28 (2 6mcrepa ¢ no 14 Tabnerku)

dwmupany Tabnerks, onakorany B PVC+PVAC/anmymunner Gnucrep.

6.6 ChnenmEanEm UpeANA3IHE MEPKH OPH HIXBBPJMHE
HeH3MomBaHUAT JICKAPCTBEH MPOAYKT HIIH OTIAXBYHHTE MATEPHAJIH OT Hero TpA6Ba fa ce H3XBBHPIIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. TIPHTEXATEJ HA PA3ZPEINEHHETO 3A YHOTPEBA

ALKALOID-INT d.o.0., Slandrova ulica 4, 1231 Ljubljana - Crnuge

Cnopesud
ren.: + 386 1 300 42 90

baxc: + 386 1 30042 91
nmeitn: info@alkaloid.si
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8. HOMEP(A) HA PASPEIIEHHETO 3A YHOTPEBA

Honezan 5 mg ¢puIMupaHy TabneTKu Per. Ne 20200055
HNonesan 10 mg dpunMupanm Tabnerxu Per. Ne 20200056

9. JAATA HA II'bPBO PA3ZPEHNIABAHE/TIOJHOBABAHE HA PAJPEHNIEHHETO 3A
YIIOTPEBA

Jata Ha ITepBO paspemanaHe: 24 Maprt 2020
JlaTa Ha MOCNEeAHO NOOHORABAHE:

10. JATA HA AKTYAJIMZIUPAHE HA TEKCTA

10/2024
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