KPATKA XAPAKTEPHCTHKA HA IPOTYKTA
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JloHenesun Akopa 5 mg ¢punmupanu Tabnetku Paspeweriue 2 & OP0 -/ f
Donepezil Accord 5 mg film-coated tablets
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2, KAYECTBEH 1 KOJIMYECTBEH CHCTAB

3a 5 mg:

Beska unmupana TaGnetka chabpka: JloHeneswn XMAPOXJIOPHI MOHOXHApaT (donepezil
hydrochloride monohydrate), expuBaneHTeH Ha 5 mg HOHeNe3U XHAPOXJIOPH.
[ToMOIHO BELIECTBO ¢ H3BECTHO AEHCTBHE: JIaKTO3a MoHoxuzapar 98,00 mg

3a MBJIHUAT CIMCHK HA MOMOLHHTE BEIIECTBA BHXKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

OunMupaHa Tabnerka

> mg: bsna 1o ceernocuBa, kpweriaa, npubnusurendo 7,14 mm B JHAMETBP, CbC CKOCEHHM
prOOBe, nBOHHOM3MbKHANA, QuaMMpaHa TabneTka, ¢ Haanuc "5" oT emuara cTpaHa 4 6e3
HaJIKC OT Apyrarta.

4. KJIMHUYHA TAHHHA
4.1 TepaneBTHYHH NOKa3anusn

HoHene3un Axopa e MokasaH 3a CHMNTOMATHYHO JIEYEHHE HA JieKa JI0 YMEpPEHO TexkKa
JAeMeHLHMs Ha Auxaiimep.

4.2 03MpOBKA N HAYHH HA NPHJIOKEHHE

Jo3upoBka

Bb3pacThu 1 Ma B cTapyecka Bh3pacT
Jledyenuero 3anousa ¢ 5 mg/nHeBHO (eNHOKpaTeH NHEBEH npuem). /{HeBHaTa 103a oT 5 mg
Tps0Ba /1a ce npuema B IPOABDKEHHE HA MHHUMYM €[JHH MeCeLy, C LI/ 1a CE Aae Bh3MOKHOCT
32 OLICHKA HA HaH-PaHHHS KJIMHMYEH OTIOBOP KbM JIEYEHHETO M [1a CE MOCTUTHAT PaBHOBECHH
KOHLCHTpaUMH Ha noHene3wn xuapoxiopua. Cren egHOMeceuyHa KIMHHYHA OIlIEHKA
JICYCHUETO € 5 mg JHEBHO, J03aTa Ha JoHene3un AKOpA Moke fa Oble MOBHLIEHA
Mg/MHEBHO (e[HOKpaTeH aHeBeH mpreMm). MakcumaiHaTa npenopbyMTeIHA 1032 €
Jlo3u, no-sucoku ot 10 mg AHEBHO He ca GHIM M3C/IEeABAHH B KITHHUYHH Npoy4B
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Jleuenuero Tpabea Aa sanodne U Aa 6pAe HabMOAABAaHO OT JIEKAP ¢ ONHT B JHATHOCTHKATA H
JIEYCHHETO Ha AeMeHNuATa Ha AnuxatiMep. JlmarHoszara TpgOea na 6nae nocTaBeHa CHINIACHO
NPHETATE PBEKOBOACTBA (Hamp. JIMarHOCTHYEH H CTATHCHYCCKH HApPBYHUK 3a IICHXHYHH
Gonecta (DSM 1V), :MKB 10). Jleuenuero ¢ AoHenesw Tps6Ba Aa 3aII0YHE CAMO NPH HATHYHE
Ha OonHOrnemad, KOWTO PENOBHO Aa MpOCNTeNdBa NPHEMa HA JICKAPCTBOTO OT MALMEHTA.
TorspxamoTo leyeHHe MOXKE J1a NPOXB/IKM AOKATO CHIIECTBYBA TepaneBTHYHATA 110J13a 3@
nmauneHTa. CneqoBaTeTHO KIIHHUYHATA M0JI3a OT AOHene3wn Tpadea jga Oble mpeoneHsBaHa
perynsapHo. [IpeknpcBaHe Ha nedeHwero TpaOBa Ha Cce OOMHCIH, KOF4dTO Bede HAMA
JIOKA3aTeJICTBA 33 HaNWYHE Ha nevebeH edexr. MHAMBHAYATHHAT OTTOBOP KbM JOHENE3HI HE
MOXe Ja ObJic mpeBHIEH.

I1pu npexsCBaHe Ha JIEYEHHETO ce HalbMI0aBa MIOCTENEHHO oTcIabBaHe Ha NoNie3HuTe edexTH
Ha JloHenesmwn AKOpJ.

IarmenTy ¢ 650pevnd W YepHOAPOGHH HAPYIIIEHHS:

[Tonobna cxema Ha Ao3upaHe Moxe fna Obje cheAsaHa ¥ INIpH IaUMeHTH ¢ OpOpeynm
HapyLICHUA, ThbH KaTO KIWBPHHCHT HAa OOHENC3HJI XWAPOXJIOPHA He C€ TOBIMABA OT TE3H
CBCTOAHUA.

Hopaau g53MOKHO NPESKCIIOHHPAHE PH JIEKH JO YMEPEHH YepHOAPOGHH HapymeHus (BXx.
TOYKA J.2), MOBHIIABAHETO Ha Jo3ata TpAGea Ja OBAc M3BBPIICHO B CHOTBETCTBHE C
HHIHBUAYaHaTa MOHOCHMMOCT, Hama paHHM 3a npunoxkeHwe NpH MAUHECHTH C TEXKO
4EPHOAPOOHO HAPYIIECHHE.

IlegHaTpHyHa rromyaanus
Jlonenesnn AkopR He ce mpenopbYRa 3a ynoTpe6a NpH Aela M I0HOIH nof, 18-rogumua

BB3PACT.

Haudu HAa npRJIoKenHne

JloHenesun Akopa Tpa6Ba Aa ce NpHeMa Npes3 yCTaTa, Bedep, HEeNOCPEACTBEHO PEIH JIAraHe.
B cny4alh Ha HapynleHMS Ha ChHY, BKIIOUHTENIHO HeoOuualiHM CHHMINA, KOIUMAapH WIH
OeachHMe (BHKTE TOUKA 4.8), MOKE fa ¢ce OOMHCIH CyTpelueH npyueM Ha JloHenesns AKopa.

4.3 IlIpoTHBODOKA3AHHA
JoHeneswn Akopj € IMPOTHBONOKA3€H NPH MALHEHTH, KOHTO ¢4 CBPBXYYBCTBHUTEIHH KbM

ACHEIIE3NN XHIPOXNOPHUL, MTHIISPHAMHOBH ASPHBATH WIH KBM HAKOE OT MIOMOIIHHTE BEIleCTBa,
W30poeHH B To4Ka 6.1. |

4.4 Cnennansn npeaynpexnenns H Npeana3snn MEpPKE npd ynorpeba
[lpunoxenvero Ha JoHeneswn Axopa MpH MallHEHTH C Te)ka ACMEHIMA HAa AnmxaiMep,
ApPYTH BHAOBE OEMEHIHA HIH Apyr BdZ HapyIIeHWs HA ramerra (Hamp. BH3PacTOBH

KOTHMTHBHM OTKJIOHEHHS ), He € OHJIO H3CIeABAHO.

Anecmesun: JloHeneswn AKOpa, KaTo HHXHOHTOP Ha XOJIHHECTEPAa3aTa, € BE3MOXKHO Jia 34CHITH
CYKIIHHHIIXOJIMH-MEIHHPpaHaTa MYCKYJTHA pejlakcallis 110 BpeMe Ha aHECTE3HA.

Cvpoeunocvoosu  3abonseanun: I[lopagn  TAXHOTO  (hPAPMAKOMOTHYHO

MpH MALMEHTH ChC "CHHAPOM Ha OONHMA CHHYCOB BBH3€N" MJIH APYTH HAaJ
CBPACYHH HApYIIEHHI KATO CHHYATPHAICH HWIH aTPHOBEHTPUKYJIapeH OIOK.



HMa crobienns 3a cHrHkon v npunamxsuy. [Ipy uscrnenpane Ha Tesy nalHeHTH TpsabBa pa ce
B3CME NPEABH BBE3MOKHOCTTA 32 CHPACUEH APECT WU MPOABIDKHTEIHH CHHYCOBH TIay3H.

ChImecTByBaT NOCTMAPKETHHIOBH CHOGILICHHS 3a yawmkaBaHe Ha QTc uarepBana u torsade de
pointes (BXk. Toukn 4.5 u 4.8). IIpenopbyBa ce MOBHIIEHO BHUMAHHE IPH NTALMEHTH C
MpeLIeCcTBallla WA GamMuiIHA aHaMHeza 33 yabbkaBane Ha QTc HHTEpBAJa, IPH MALUEeHTH,
AICKYBAHN C JICKapCcTBa, KOHTO noBiauAsar QTc wHTEpBana, WK NpyY MaLMEHTH CHC 3HAYHMO
NpeUICCTBALIO CHPASYHO 3abossBaHe (HAlp. HEKOMIEHCHPAHA ChHPAEYHA HENOCTATHYHOCT,
CKOPOWIEH HHQApKT HA MHOKap/a, GpaXvapHTMHH) HM HAPYILIEHHS HA eNIeKTPOIMTHHUS GanaHc
(XxUnokaHeMHs, XHIIOMarHe3Hemua). Moxe n1a ce HAMOXKH KIMHHYHO HABIOneHHe (EKI).

Cmomawno-upesnu 3abonasanus: TlaupeRTH ¢ noBUIIEH PHMCK OT pa3sBMTHE Ha A3BH, HaMp.
TC3W C aHaMHe3a 3a A3BeHa OOJIECT WM TaKHBa, NMPUEMALLH €JHOBPEMEHHO HECTEPOUIHM
npoTHeoBB3NANMTENHH cpenctea (HCIIBC), tpabea na Gboar KOHTpONHpaHM 3a TOsSBa Ha
CHMITTOMaTHKa. Bhrpexu ToBa, KIHHHYHWTE npoyuBasus ¢ Jlowenesmwn AKOpA He MOKA3BaT
NOBHIIABAHC HA YCCTOTaTa KAKTO HA NENTHYHATA A3BeHa Oonmect, Taka M Ha racTpo-
HHTCCTHHAJICH KP'BBOH3JIMB, B CPAaBHEHHUE C Mnanedo.

Ypozenumannu wapyuwienus: Benpexs ue HAMa HaOMIONEHHMA B KIMHMYHH W3IHTBAHHS C
JloHenesun AKopa, XOJIMHOMHMETHIIHTE MOTAT a NPeRH3BHKAT OOCTPYKTHBHH HAPYIUNECHHS OT
CTPaHa Ha NHKOYHHUA MEXYp.

Hesponoeuunu sabonsganun: Tlprnameuu: Cudta ce, 9e XONMHOMHMETHIHTG MMAT
COCOBHOCTTA Ja MPEH3BHKBAT reHEPANTH3HPAHH IbpyoBe. OT JpyTra CTPaHA4, KOHBYJICHBHA
aKTABHOCT MOX€E 1a Obe npodBa Ha Gonectra Ha AnmxaiiMep.

XONMHOMUMETHLIHTE MOTaT Ja MMAT TNOTEHIHANA Aa 0o0OCTpAT WIM HHAYLHpAT
CKCTpanupaMuAHa CHMITTOMATHKA.

Hesponentuuen manursen cuapom (HMC)

- HMC, noreHManmHO >KMBOTO3ACTpalllaBamo CHCTOSHHE, XapaKTepH3Hpao ¢e ¢
XHUTIICPTEPMHA, MYCKyJIHa PHIHZHOCT, BEreTaTUBHA HECTaOWIHOCT, IIPOMEHH B
CBE3HAHHETO H MOBHLUICHW HHBA Ha CEpyMHaTa KpeaTHMH(ocdoKHHa3a, € choblnasaH
MHOI'O DANKO BBB BPB3Ka C JOHENIE3HJI, H NO-CIELHANNO NPH ITAUHEHTH, MOy YaBaIiy
CAHOBPCMCHHO AHTHICHXOTHLH. JIOMBJIHATENTHHTE CHMIOTOMH MOTAaT Aa BKJTKOYBAT
MHOTI00MHY pust (paGioMHOTH3a) ¥ ocTpa GBGpeYHa HEAOCTATHYHOCT.

- AKO NAUMEHTBT pa3BHe NPH3HALA M CHMITTOMH, xapakrepad 3a HMC umu uma
HEODACHHMO BHCOKaA TeMnepaTypa 6e3 NpyrH KIMHHYEH npossl Ha HMC, nevenueTo
¢ IOHene3w1 TpAOBa Ja ce npexpary.

benodpobnu  3abonseéanun:  TlopagH  TAXHATA  XOJMMHOMHMETHYHA aKTHBHOCT,
XOJIMHECTCPA3HUTE HHXHOUTOPH Tpa6Ba fa 6pAaT Ha3HAYABAHHM C BHMMAHHE NPH TIALMEHTH C
aHaMHe3a 32 aCTMAa MITH OOCTPYKTHBHH GenonpobHu 3abonapanms.

Ipunoxennero wa [lomemesun AKOpH eIHOBPEMEHHO G ApPYyrd HMHXMOUTOpPH Ha

AUETHIIXOJHHECTEPA3ATA, ATOHHCTH WM AHTACOHUCTH Ha XOJIHHEPrUYHAaTa CHCTeMa TpsAOBa Ja
ce H3bArea.

Tesicku weproOpobuu napywenus: Hama nanHu 3a MPHJIOKEHHE NPHA MAllHEHTH C TEXKKA
YE€PHOAPOOHA HENOCTATHYHOCT.

CMbDMHOCT 8 KAUHUYHY UBNUMEAHUS npu Co006a OEMEHYUR

bunu ca npoBenenH Tpy KIMHAYHK H3NHETBANKA C 6 MeceuHa NPOXBILKUTENHOCT 33 3¢uciBan \f@

Ha MHMBHIH, nokpusaumm NINDS-AIREN kpurepuure ca BeposTHa Wi 813 OKHE > T
BacKynapHa nemeHUus. NINDS-AIREN xpurepuute ca ch3maneHH 3a ume @gpaﬂe Ha f
NAMHCHTH C IEMEHIMA, KOATO HAaBAPHO € CBBP3aHA EIMHCTBEHO ChC ChAOBH MPHYUHH M 33 14 *- . LR

" bon o T T
©¢ M3lumouaT nauuenTHTe ¢ Gonect Ha AsxaiiMep. B repBoTO TpoydBaHe, NPOUCHTHT Ha

L3

'\. . 4 - o
T, A -
4 N
SR D .ﬂ':;'r
. ST fh_,..::":,p:-r



CMBPTHOCT € 6Hn 2/198 (1,0%) fpY IPHEM Ha OHCNE3WN XUAPOXIOPHA 5 mg, 5/206 (2,4%)
1TpH IpHEM Ha ZoHenesw: xuapoxiopua 10 mg u 7/199 (3,5%) npu npuem Ha rwianeGo. Bop
BTOPOTO NPOYYBaHE, MPONECHTHT Ha CMBPTHOCT ¢ G 4/208 (1,9%) npH npreM Ha moHemesw
XHRpoxaopua 5 mg, 3/215 (1,4%) npu npuem Ha noHeNEIWT xuapoxnopua 10 mg u 1/193
(0,5%) npu npuem Ha wiaueSo. B TPETOTO NPOYYBAHE NIPOLIEHTET HA CMBPTHOCT € 6m 11/648
(1,7%) npu npueM Ha noHemesm xuapoxyuopua 5 mg 0/326 (0%) npu npueM Ha mwiaue6o.
IlponenTT Ha cMBpTHOCT 06IHO 33 TpuTe Hacnensanus e 6un 1,7% 3a rpynara, npuemana
AOHEME3NUNI XHAPOXJIOPHA H € OHN YHCJIEHO MO-BHCOK OT TO3H B rpynarta, npueMaia 1mianeto
(1,1%), maxap Tasu pasnuxa na ue e CTAaTHCTHYCCKH 3HAYMMA. [ 0IEMHAT NMPOLEHT CMBPTHH
ClTy4ad NpH NALHEHTHTE, MPUEMALH WIH JOHENe3nI XMAPOXJIOPHAH WITH IIaue6o, uirmexma
© PE3YITaT Ha pasiiMYHH NPHYHHY, CBEP3aHH CBC ChAOBH 3a00N9BaHHs, KOMTO MOTaT A3 6BaaT
OMAaKBaHHW NpH TAa3H NONYNALMS OT JIMLA B HANPETHANA BB3pacT, KOHTO HMAT NPEAXOIHH
CBHIIOBH 3a00JIABaHMA. AHAIH3 HA BCHYKH CEPHO3HM He(aTaIHH K (haTaJIHHM CHOOBH MHLIMAEHTH
HE TNOKa3Ba pa3iH4YHA B [MIPOLICHTE HA CHOMTHSTA B rpynara, MpHEMa/a AOHENE3W)
XMIPOXJIOPHA N0 OTHOUIEHHE Ha ruianedo.

B o6mata 6a3a Ha npoyuBarusTa npH Sonect AmxaiiMep (n=4146) i koraTo Te3u MPOYYBaHHS
¢e o0eanuaAT B 06ma 6asa ¢ APYTH NpOYYBAaHHA MPH ACMEHIHA, BITIOYUTEITHO H H3C/IE ABAHUS
Py ChIoBa AeMeHUMs (n=6888), npoueHTET Ha CMBPTHOCT B mnaue6o TPYIMTE YHCICHO
HAIBHIIABA TO3H B IPYIIHTE, IPHEMAIIH JOHEIECIHIT XHAPOXJIOPH]L.

IIpedynpesicoenue 3a nomowynume genfecmea

Tosu nexapcreen npoxyxkr ChABPXA JIaKkTO3a. [TalleHTH ¢ peNkn Hac/leACTREHH TIpoBaeMH Ha
HCMTOHOCHMOCT KBbM TrajlakTo3a, ITRJICH NaKTa3eH AeQHUHT WIH [JOKO30-TaNaKTO3HA
Manabcop6ums He Tps6Ba 1a pueMar ToBa TIEKapCTBO.

4.5 BzanMmoneiicrBae ¢ APYrH JIeKADCTBEHH NPOAYKTH H ApYyrE ¢opMm Ha
B3aHMOAEHCTBHE

CbobLieHH ca ciTyuan Ha yaBIKaBaHe Ha QTc¢ uHrepBana u torsade de pointes npu noHenesm.
Ilpenopbusa ce nosmmeno sHMManue NP yrnoTpeba Ha NOHETIE3W! B KOMOWHALMSA C APYTH
JICKapCTBECHH MPOAYKTH, 32 KOUTO € H3BECTHO, Y€ Y/IbJKABAT QTc unteprana, 1 Moxe Aa ce
HANO0XH KIHHUIHO Habmonenue (EKD). [Tpumepure Bkaoysar:

aHTHADUTMM'YHH CPEACTBA Kiac A (Hanp. xuuuaun);

aHTHapUTMHIHH cpezcTa kiiac 11 (Hanp. aMHozapon, cotanon);

HAKOH AaHTHACTIPECAHTH (Halp. LHTANONpaM, SCLIMTAJIONpPaM, aMATPHITTHIINH ),

APYT¥ aHTHNCHXOTHUHM (HAIp. $EHOTHASHHOBH MPOM3IBOMHH, CEPTHHAOMN, NHMO3ME,
3HIIPA3UOOH);

. HAKOW AHTMOHOTHLH (Hanp. IIApHTPOMHLHH, CPHTPOMMUIIHH, J1eBO(NOKCALIMH,
MOKCH(IOKCAIEH).

HoHenesun xuppoxiaopun wHumu scexu €AHH OT HETrOBHT¢ MeTabonMMTH He HHXHOupa
MeTabonu3Ma Ha Teo(InH, BapghapuH, UHMETUANH WAM THIOKCHH IIpH Xopa. MeTaboam3mMeT
Ha OHENE3HI XMAPOXTIOPHI HE Ce MOBJIHSBA MPH € THOBPEMEHHO MIPHIOKEHHE C MUTOKCHH WK
IHMETHAKH. 1 BUTPO M3cnenBanus ca nokaszany, e uMTOXpoM P450 nzoensrmu 3A4 4 B no-
Majika cTeneH 2D6 y4yacTBaT B MeTaboNH3Ma Ha NOHETE3M. M3cnenpanus 3a nekapcTBeHH
B3AHMOJCHCTBHA, NPOBENICHH B YCIOBHS MM BHTPO, NOKA3BAT, Y¢ KETOKOHA30JM H XHHH/IMH,

B uscnensane npu 3xpasu AOOPOBOIIIM, KETOKOHA30]1 TIOBMILIABA CPEIOHHUTE KO
AQHENESMNT ¢ okomo  30%. EHsuMHMTEe MHIYKTOpH, KaTO pudamMmu
KapbaMaseriH U alKOXON MOTAT [1a TIOHMKAT HUBaTa Ha JoHene3wl. Jlokaro
eexTa Ha wHXHMOGHpaHe HIH MHAYKLIHA © HEH3BECTEH, TaKHBA JIEKAPCTBEH




TpA0Ba 1a GbAAaT W3NON3BAHHM ¢ BHUMAaHMe. JoHenesun xuapoxiopua uma crnocobHOCTTa na
B3aHMOJICHCTBA C JIEKApCTBA, NPHTEKABAILN AHTHXOJIMHEPrUYHa akTUBHOCT. MUMaTr chiio
BCPOATHOCT 3a CHHEPrUYHA aKTHBHOCT MPH €HOBPEMEHHO JieYeHHe, BIJTIOYBALLO JIEKapcTBa
KATO CYKUMHHIIXOJIHH, IPYTH HEPBHO-MYCKYJIHHM GIOKEPH HITH XOJITHHEPrHYHH arOHUCTH HIIH
Oera-Giokupaluy areHTH, KOMTO MMAT e(EeKTH BbPXY Chp/eYHaTa MPOBOAUMOCT.

4.6 ®epruianrer, GpeMeHHoCT H KbpMeHe

Bpemennoct:

JIuncea anexeatHa uudopmarms 3a ynotpebara Ha TOHeNe3us1 pU GpeMeHHH JKEHH.
M3cneasanus npu xuBOTHH He ca nokazany TE€paTOreHeH e(eKT, HO ca MOKa3alu MepH-
TOCTHATAIHA TOKCHYHOCT (BXK. T. 5.3). [ToTeHUMaNHUAT pHck MPH YOBEKA € HEU3BECTEH.

JloHene3un Akopa He TpaOBa 1a ce W3MOJ3BA MO BpeMe Ha OpeMeHHOCT, OCBEH aKO HiMa
abCcoMmoTHA HEOOXOAUMOCT.

Kbpmere:

JloHenesun ce ekckperwpa ¢ MISKOTO MpH rurbXoBe. He € u3BeCTHO nanu moHenesw
XHPOXJIOPHA C€ €KCKPETHpa C YOBEIIKATAa KbPMa M JIMIICBAT M3CJIeIBAHUS NpH KbPMayKH.
CnenosarenHo sxenu, npuemaniy JOHENe3u, He TpAOBa a KbPMSIT.

4.7 EdexTn Bbpxy cnocobuocrra 3a mo¢upane u pabora ¢ MamHHEK

JloHenesnn uma cabo WM yMepeHo BIMAHHE BBPXY CIIOCOOHOCTTa 3a modupane u pabora ¢
MaLIHHH.

JleMeHLMsATa MOXKe 1a npegu3BUKa HapyLICHUS Ha CMOCOOHOCTTA 3a o(HpaHe WK 1a HAMaJTH
crocobHocTTa 3a paboTta ¢ Mammuu. Helo noseue, JOHENe3nT Moske Ja MpeIu3BHKa yMOpa,
3aMaAHOCT H MYCKYJIHH KPaMITH, OCHOBHO IIPH 3allOYBaHE Ha JIEYEHHETO MM [OBHLIABAHE Ha
fAosara. JlekyBawusar nekap TpaGBa PyTHHHO 1Ja OLIEHSBA COCOBHOCTTA Ha TaLHEeHTHUTE,

MIPHEMALLHY NIOHEeNe3n JalK [1a NpOAb/DKABAT Aa WOGHPAT WM Aa pabOTAT ChC CIOKHH
MAalIHHH.

4.8 Hexenann nexapersenn peakuun

Haii-uecture HeGnaronpustau PCAKLHMH Ca NHapHs, MyCKYJIHH KpaMIlH, yMOpa, MOBJHUraHe,
NoBpbLIaHE U O6e3chHuUeE.

HeGnaronpusthure peakumu, u3ebH nokiagsanu ot M30JIMpaHH Cly4au, ca W30pOeHH I1o-
A0y, MO CHCTEMH M OpPraHW W MO 4YectoTa. YecToTHTe ce OMpEJEAT KaTO: MHOIO YeCTH
(21/10); wectn (=1/100 no <1/10); newectn (=1/1 000 no <1/100); peaku (=1/10 000 mo
<I/1 000); MHOrO penxu (<1/10 000), ¢ Heu3BecTHa YecTOTa (OT HATHYHKTE JAHHH He MOYE aa
Obae HanpaBeHH OLEHKa).

|Cnc'reuo- Muoro YecTn Hevectn Peakn MHoro peakn C HeH3BeCTHa YecToOTA
OpraHeH KJjac €CTH
HMudpexkuun u [IpocTyna
uHbecTauuu
{[-Iapymeﬂnn Ha AHOpeKcHA
MeTabonu3ma u
XPaHEHETO )
li {CHXH‘LIHH XamouuHauuu** , MOBHULIEHO OO,
HapylIeHH!s | 5 Xce HOCT
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[TaTonoruunu
(CbHHILA H
KOILIMapH **
_Hap)’lﬂﬂﬂﬁﬂ Ha Cunkorr* [Tpunagbuu* IEKCTpaﬂHpﬂMHlIHH Hepponentuuer  [[1neBpOTOTOHYC
HEpBHaTa CHUMIITOMM MaJIUrHeH CHHApoM |(,,ITu3a* cunapom)
cucTema Bamaiisane (NMS)
be3cpHue
Cepneunn bpanukapausa |CuHyatpuasieH 610k [TonumopdHa kamepHa
HapyLIeHUA TaXUKapaus,
ATPHOBEHTPHKY.TapeH BKJTFOYHTENIHO torsade
610K € pointes; yIb/KEH
T uHTEpBAI Ha
| _ [eIEKTPOKapAHOrpaMara
TOMAaLUHO- Juapus [loBpbiane TOMAaUIHO-
YPEBHH peBEH
HapYECHHA [lopaurane AGnomuHanam  KPBBOM3IHB
[CMYIICHUA
Cromauina u
N1y 0JICeHaIHa
| A3Ba
Xunepcexkpenus
Ha CJIFOHKA
XenaroOunuapHu YepHoapoOHa
HapyLICHHA MUCHYHKINS, BKIL.
XenaTur***
Hapymenus Ha ‘O0puB
KOXKara
MOAKOXKHATA Cupbex
TbKaH
Hapymenus Ha MyckynHu Pabnomuonuza****
MY CKYJIHO- Cra3MHu
CKeJleTHaTa U
ChEIUHUTETHATA
ThbKaH
Hapywenus Ha W HKOHTHHEHITHS
OBOpenuTe u Ha ypUHara
MUKOYHUTE
MbTHLLA |
Om ["'naBo6Gonue|Ymopa
HapyILEeHHs U |
€dexTu Ha {boska |
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YCIOKHEHHUS, najgaHus | £ .
Bb3HHKHAIH B A\ 2




Peayn'ra'r Ha
HMHTEpPBEHLINH

] |

wanec e ————— i . Ao Sisaa s

*B u3crieBanuTe NalMeHTH ChC CUHKOMN MM 3ary6a Ha ch3HaHMe, cie/iBa 1a 6be B3eTa rnoj
BHUMaHHE Bb3MOXXHOCTTA 32 Chp/IeUeH OJIOK WM MPOABL/DKUTETHH CHHYCOBH TMay3H (BXK. T.
4.4)

** Jlok1aaBaHUTe XaTFOLIMHALIMM, NTATOJIOTMYHU CHHUILA, KOLIMapH, Bb30yaa U arpeCHBHO
rnoBe/ieHHe ca OWIIK OBNAJASHY Ype3 HaMalIsIBaHe Ha J103aTa WK NPEKECBAHE HA JIEYEHUETO
***B ciayyau Ha HeoOsCHMMa uepHOApoOHa aucyHkuus, TpaOBa na O6bae OOMHCIEHO
MpeKpaTsaBaHeTO Ha npHeMa Ha JloHeneswn Akop/.

***¥*Cpobmasa ce, ye pabmomMHonM3a Ce pa3BMBA HE3aBUCHMMO OT 3JIOKAYECTBEHHS
HEBPOJIENTHYEH CHHAPOM M B TACHAa BpEMeEBa BpPbB3Ka CJIed 3alO4YBaHE Ha JICYEHHETO C
AOHETIe3W)1 WJIH C MOBHILIABAHE HA J103aTa.

CpobiaBase Ha MO/I03MPAHH HEXKEJIAHU PEaKLIUH

Cpo0iiaBaHeTo Ha NOJO3HpPAHH HEXENAHW pPEeaklMH CcJel paspelnaBaHe 3a ynoTpeba Ha
JICKApCTBEHUA TMPOAYKT € Ba)kKHO. [OBa mMO3BONsABA Ja MNPOAB/DKH HaOMIOOEHWETO Ha
CBOTHOLUEHHETO I10JI3a/PHCK 3a JIeKapCTBEHHs MPOAYKT. OT MEeIMIIMHCKHUTE CIIELMATHCTH Ce
M3HCKBa J1a ChOOIIABaT BCAKA MOJO3UPAHa HeXKeNaHa peakiys Ypes3 HalMoHaIHATA CHCTEMa 34
cpob1aBaHe:

M3nbiHKTEIHA areH1Ms 110 JieKapeTBaTa

ya. ,,JlamaH I'pyeB™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

4.9 IIpeao3upane

YcraHoBeHaTa cpellHa JIeTalHa 103a 3a JOHENe3w1 XHAPOXJIOpHI ciell MPHIOKEHHE Ha
CAMHHYHA NepopaHa n03a MPH MHUILIKH M IUTbX0Be € 45 1 32 mg/kg peCeKTUBHO, HJIH CPEHO
225 u 160 mbTH nMo-BHCOKA OT MAKCHMAJIHATA TPENopbYBaHa AHEBHA 103a oT 10 mg npH Xopa.
/1030-3aBUCHMHM NPOSIBU HA XOJIMHEPrUYHA CTUMYJIalLus ca GUIH HabIro1aBaHK TIPH )KUBOTHH
M BKJTIOYBAT HAMaJISIBAHE Ha CITOHTAHHHUTE JIBH)KEHHUS, HaBE/IeHa 11034, OJIF0JISBAllla Ce MOX0/IKa,
CbJI3OTCYECHHE, KIOHMYHH TIbpPYOBE, TMOTHCKAHE Ha [JHIIAHETO, CaJlMBallki, MHO3a,
(hacumMKyaLMK ¥ MOHIKEHA TeJleCHa TEMIEPATypa.

[IpenosupaneTo ¢ xonMHeCTEpa3HH UHXMOMTOPH MOYKE Ja JOBENe OO0 XOJHHEPrHYHa KpH3a,
XapaKTepu3upallia ce C TeKKO rajieHe, rnospbllaHe, caJiuBalus, M3MOTABaHe, Opaaukapaus,
XHUMOTOHHSA, NOTUCKAHE Ha IMIIIAHETO, KOJIANC M KOHBYJICHH. Bb3MOskHa € MOBHIIIEHA MYCKYJTHA
cnabocT, KOATO MOJKe 1a OBEZIE IO CMBPT, aKO € 3aCerHarTa AMXaTeTHaTa MycKyJaTypa.

B cnyuaii Ha npenosupane, TpsOBa na ObaaT npuiokKeHH OOIIM MOAXBPKAIUM MEPKH.
TpeTHyHH aHTUXONMHEPrHYHH CPEACTBA, KATO aTPOMHMH, MOraT Aa ObJaT M3MOJ3BaHH KATo
aHTHIOT NMpH npenosupane ¢ Jlonenesun Axkopa. [IpenopbuBa ce HHTPaBEHO3HO MPHIIOKEHHE
Ha aTpPOMHUH CyJi(aT, TUTPUPAH JI0 NMOCTHraHe Ha edeKT: HavaiHa ao3a ot 1,0 10 2,0 mg IV ¢
MOC/eABAIIM 103H CIIOpE KIIMHHYHOTO ITOBJIHABAHE.

ATHIIHYHA peaKkiMM OT CTpPaHa Ha KPHBHOTO HAIATAaHE M CHPAEYHATa 4YeCTOTa ca OWiH
JOKJIaIBAHH C APYTH XOJTHHOMHMETHLIH, KOraTo ca MpujiaraHi eIHOBPEMEHHO C YeTBBPTHYHH
AHTHXOJIMHEPTrHYHH CPE/ICTBA, KaTO HAaNpUMep IIIoKonuposiar. He € H3BeCTHO manu JoOHene3u1
XHIPOXJIOPDHA HW/WJIM HEroBuTe MeTabOJIMTH MOrar jJa Ce OTCTPAHSAT Hpe3_J2
(xeMoaHaM3a, MEPUTOHeAIHa HAIM3a WK XeMOoDUITpaLus). 7 il
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5.1 PapmMaKoJHHAMHYHH CBOliCTBA

(DapMakoTepaneBTHYHA Ipyria: CPEACTBA 3a JICUSHHE HA JeMEHLHs, aHTUXOJIMHECTEPA3HU
HHXUOHUTOPH;
ATC xong NO6DAO02.

MexaHu3bM Ha JEHCTBHE

JloHenesun xuapoxyuopun e cneuuduyueH u obpatum MHXUOUTOp Ha alETHIXOJTMHECTEpa3ara,
NPEAMMHO Ha MO3BYHATa XoJIMHecTepasa. Jlonenesun xuapoxyuopua € 1000 mbTH no-MoleH
HHXHOMTOD Ha TO3H €H3WM MH BHTPO, OTKOJIKOTO OyTHpHUIXOJIMHECTEpA3aTa, EH3HM,
pasnpoCTpaHEeH OCHOBHO M3BbH LIEHTPA/IHATA HEPBHA CHCTEMA.

JleMeH1IHs Ha AnuxaimMep

[Ipy nanveHTH C© peMeHUMs Ha AnuxadmMep, yyacTBallld B KIMHUYHHA W3MHWTBaHUA,
[IPHUJIO’KCHHETO HAa €IMHHYHA IHEBHA 1032 OT 5 MK 10 mg noHene3ua XuapoXJIOpUI BOAM J10
PaBHOBECHO HHXHOMpaHe Ha ALETHIXOJIMHECTEPa3HATa aKTHBHOCT (M3MepEeHa B €PHTPOLIHTHH
MeMOpaHu) cpoTBeTHO Ha 63,6% M 77,3% npH wu3MepBaHe ciex MpUEM Ha [ao3ara.
HMuxuOupanero Ha auerwixonuHectepasata (AChE) B epuUTPOLMTHTE OT [OHEME3W
XHAPOXJIOpUA KoJiepHpa ¢ npoMeHd B ADAS-cog, yyBCTBUTE/IHA CKala, C KOSTO CE MPOYYBaT
H30paHM acreKTH Ha II03HaBaTe IHaTa criocoOHOCT. [ToTeHUHANBT Ha IOHENe3’T XUIAPOXJIOPH]L
Aa NIpOMEHS XO/a Ha NoAYepTaHa HEBPOIATONOrMA He € u3caensaH. Ilopaau ToBa He MOXe 1a
ce cumta, ye JloHenesnn AKopJ HMa HIKaKbB eekT BBPXY MPOrpecHpPaHeTo Ha 3a60ITBaHETO.

EdukacHocTTa Ha Jle4eHHeTo Ha JeMeHLMs Ha Anixaiimep e Ouna uzcneasana B 4 miauebo-
KOHTPOJIMPaHH MpOYYBaHHUA, 2 NPOYYBAHUS C 6 MECEYHA MPOAB/IKHTEHOCT H 2 NMPOYYBaHHMS C
CAHOTOHIIHA MPOAB/DKUTETHOCT.

B 6 Mece4HOTO KIMHHYHO WM3IMTBaHE, Cjle/l Kpas Ha JICYeHHETO C JIOHETE3U € HarpaBeH
AHAJIM3 TIPH H3M0JI3BaHE Ha KOMOMHALMs OT TpH KputepHs 3a edpukacHocT: ADAS-cog (3a
OLCHKA Ha MO3HaBaTeIHUTe crniocoOHocTw), Clinician Interview Based Impression of Change
with Caregiver Input (CIBIC) (3a ouenka Ha o6mure GyHkimu) U Activities of Daily Living
Subscale of the Clinical Dementia Rating Scale (3a oueHka Ha crIOCOGHOCTHTE B COLMATHATA
chepa, noM, X0OUTa U JTHYHA rprKa).

[Taunenture, KOMTO ca OTroBapsiu W3OPOEHMTE KPHUTEPHH, Ca OWIM OTYETEHH KaTO
MOBJIMABALIM CE OT JICYEHHETO.

OtroBop = Ilonobpenne no ADAS-Cog Haii-manko no 4 nmyHkra
Jlunca na Bromasane no CIBIC +
Jlunca Ha BromaBaHe no Activities of Daily Living Subscale of the
Clinical Dementia Rating Scale

% OT1roeop
| IIpunenna 3a neyenne | OuieHeHa Momynanus
| MomyJaLus |
Z n=365 n=352
[Tnaue6o rpyna 10% B I 10%
Jlonene3un xunpoxsiopua 18%%* 18%%*
TabJIeTKH 5-mg rpymna -
JoHene3un Xunpoxaopuza 21%*
Tabnetku 10-mg rpyna o

* p<0.05 E3
#* p<0.01 |\ £



,HOHBH@:!HJI BOAH OO0 CTATHMCTHYECKH 3HAYHMO [OO030-3aBHCHMO I[IOBHIICHHE HA [IPOLICHTA
NalHCHTH, KOUTO ca OLICHCHH KaTo ITOBTHABAIIH C€ OT JICUEHHETO.

5.2 PapMaKOKWHETHYHE CBOHCTRA

Abcopbuusn:

MaxceManuy niasMeHH HHMBa ce OCTHrarT npubaH3uTeNHo 3 Ao 4 uyaca cien NIEPOPATHO
UpHIOKeHHe. IlnasmenuTe koHNeHTpammu u WIOITa MOA KPHBATA HapacTBAaT
MPONOPLHOHATHO Ha Xo3aTa. TepMuHATHOTO BpeMme Ha MOJXYKUBOT € Npubnusutendo 70 yaca,
fTOPaZH KOCTO NPWIOKEHHETO HA MHOTOKPATHA €JHHAYHA JHEBHA 1034 BOAM QO MOCTETICHHO
AOCTHTaHC Ha DPaBHOBECHH KOHLICHTDALIHH. Ilpubnusurenuu pasHoBecHM TIUTa3MeHH
KOHIUCHTPALHH C€ NOCTHTaT B POABL/IKEHHE Ha 3 CCAMMIIH cnel HAYanoTO Ha JieueHHeTo. Crien
AOCTHIaHE HA pPaBHOBECHE, I[LIA3MEHHTE KOHLICHTPALIMH HAa HOHENE3WI XHAPOXIOPHA H
CBBP3aHaTa (apMaKOAMHAMHYHAZ AKTHBHOCT B X0Za Ha JieYeOHHA Kypc MOKa3BaT MajKa
BapHabHITHOCT.

XpaHaTa He NOBTHABA Pe30POLMATA HA TOHEIe3ELT XUAPOXJIOPHL.

Paznpeoenenye;

HloHenesnn xunpoxsopux ce CBBp3Ba NpHOMM3UTENHO B 95% ¢ uOBEIUKHTE IUIa3ZMeHM
MPOTeHHH. CTeNeHTA HA CBBLP3BAHE C IUIA3MEHHTE NPOTEMHH Ha AaKTHBHHA 6-0O-
ACSMCTUIIOHCNC3HIT HE € H3BECTHA. PasnpefieleHHeTO Ha NOHEre3Hl XHAPOXJIOPHA B
PA3THYHHTE TCACCHH THKAHHM HE € M3CIEBAHO OKOHYATENHO. OCBEH TORA B H3CJIeABaHe TIpH
3ApaBM 10OpOBONNIH Ha oBiHg bananc, 240 gaca cnen NIPHIOKEHHMETO Ha €MHHUYHA 1034 OT 5
mg Ha “C-Genssan nomenesnn XUApOXJIopua, npuHOmmHTenHo 28% OT Hero ocrapa
HEBB3CTAaHOBEH. ToBa npeanonara, ye KoHenesm XHIOPOXNOPH W/HIIH HETOBHTE METAbOMUTH
IIEpCHCTHPAT B TANOTO NoBeye oT 10 muu.

Buonqmncgbopuauuw@nuuunupane:

Horenesun xunpoxnopuy ce CKCKPETHPA HEINPOMEHEH ¢ YPUHaTa U ce MeTabomusupa ot P450
HHTOXpOMHATA CHCTEMA JO MHOMKECTRO MeTabONHMTH, He BCHYKH OT KOHTO cCa
UACHTHOHUMpPaHH. Cliel IPUIOKeHHe Ha eIHHIYHA nosa or 5 mg “C-Gemasan monenesmn
XHAPOXJIOPHI, NNa3MEHATa PajHOaKTHBHOCT, H3PA3eHa B [IPOLIEHTH OT MPHJIOXKEHATA 034, €
Ouna OCHOBHO NpencTaBeHa Kato HEIIPOMCHEH noHemeswn xuapoxiaopua (30%), 6-O-
AcIMeTHINOHene3u (11% - eauncTBEH MeTabonuTt, KOHTO TIOKA3BA aKTHBHOCT noaoOHa Ha
Ta3d Ha NOHCME3HII XWAPOXJIOPHI), KOHene3Hi-cis-N-oxide (9%), 5-O-desmethyl donepezil
(7%) ¥ rmoKypOHHpaH KOHIOTAT Ha 5-0-desmethyl nosenesun (3%). pu6nuzurento 57% or
00O MpWIOXkeHaTa PamMOAKTHBHOCT e Giia OTKpHTa B ypuHaTa (17% kaTo HenmpoMeHeH
IoHeneswn) # 14.5% e 6una yeranosena ruB dbexamnure, KoeTo roBopH 32 6HoTpancdopmanHs
H YPHHHA €KCKpPElMA KATO OCHOBEH IThT Ha CIMMHHHpaHe. Hima moxasatenctsa, kouro na
NPEANoJIaraT eHTCpOXenaTanHa pelHpKyIalns Ha JOHEemes XMAPOXJIOPHA W/HITH Ha HAKOH
OT HETOBUTE MeTaOONUTH.

[1nasmennre KoHUEHTpamMn Ha noHemesmT HaMaJIABaT C MOIYXHBOT OT NpHOIH3uTeNHO 70
qaca. [TombT, pacata u aHamuesaTa 3a TIOTIOHOMYIICHE HAMAT KIMHHYHO 3HAYUMO BJIHAHUE
BbPXY IIa3MCHUTE KOHLEHTPAUMH Ha JOHEe3il Xuapoxiopua. PapMakOKWHETHKaTa Ha
AOHENESHIT He € OHla CeLMATHO H3C/ieIBakA TIpH 3APaBH JIMLA B HATIpEHANa BB3PACT WIH Npu
[ANMEHTH C JEMEHIUA Ha ANXaiiMep HTH cBaoBa TakaBa. OCBEH TORA CPEHHTE IJIa3MEeHH
HHBA IPH MAMEHTH TACHO KOPENHPAT C TE3H MPH MIIaJIH 3ApaBHd JOOPOBOJILH.

IMauueHTH © Nexu o YMEPCHH YEPHOAPOOHH HAPYIIEHWS Ca HMATH [IOBHLICHH PaBHOBECHH
IIA3MCHU KOHLICHTPAUHY Ha JOHENE3HI, KaTo 3a wiowTa noa kpueara (AUC) To e cpenno ¢
48%, a 32 Cpax € cpeano ¢ 39% (BX. 1. 4.2).

3.3 Hpeaxnuanuna nanng 3a 6ezomacuoet

Excrensueum H3CJICABAHUA [IPH CKCIICpMMEHTANHHA XHBOTHH C4a HOKa3an
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ChE€IMHEHHE BOJIH 10 MAJIKO €(DEKTH U3BBH TE€3H, KOUTO Ca OYaKBaHHM KaTo (hapMaKOJIOrHYHH
e(eKTH, CBbP3aHM C HErOBOTO JENCTBHE KATO XOJIMHEPrHYeH CTHMYJaTop (BkK. Touka 4.9).
JloHene3us He mnpuTekXaBa MYTAareHHO AEHCTBHE B OaKTepHATIHM KIETKM M KJIETKM Ha
0O3aiiHHLIM MpH M3CTeNBaHE HA KIETbYHH MyTaluu. Hakou knacToreHHHM edekTH ca Guim
HaOMOZaBaHW HMH BHTPO NPH KOHLEHTPAUMM HAJBMILABALIM TOKCHYHMTE KIETBYHH
KOHLIeHTpauuu ¥ noBevye oT 3000 mpTH paBHOBEeCHHWTE IIa3MeHM KOHIEeHTpauud. He ca
Ha0/II01aBaHK KJIACTOI€HHH WITH IPYTH N€HOTOKCHYHH €eKTH NPU MHIIKH IIPH MUKPOHYJIEYC
TECT B yCJIOBUSA UH BHUTPO. HaMa 0ka3aTesicTBa 3a OHKOM€HEH MOTEHLIMA MPH ABATOCPOYHH
H3CJICIBAHKA 32 KAHLIEPOT€HHOCT, KAKTO IIPU MHUILKH, TaKa U MPH IUTbXOBE.

JloHene3un Xuapoxyiopua HiMa epekT BbpXy (pepTuauTeTa MPH IUTBXOBE U HE € TepaTOreHeH
MPH TUTBXOBE W 3aMlIM, HO UMa c1ab eQeKT BbpXy paKIaHETO W paHHATa MPEKHUBAEMOCT Ha
HOBOPOAEHUTE, NMPHJIOKEH Ha OpeMEeHHH ITbXOBE B 103a, SO MbTH MO-BHCOKA OT YOBEIIKATA
(BK. TOUKa 4.6).

6. PAPMAILIEBTUYHH JAHHHA

6.1 CnHCBK HAa NOMOIHHTE BeleCcTBA

SAapo na Tabaerkara:

JlakTo3a MOHOXMIpaT

LlapeBu4HO HHULLIECTE

MukpokpucTanHa uemynosa

Hucko 3amecTeHa XUAPOKCHIMPONUIILIETYJI03a
Marxe3ueB creapar

PHIMOBO IOKPHTHE
3a S mg

Xunpomenosa (E464)
Turanos quokcua (E171)

Makporon 400
Tank (E553b)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHOCT

3 roAMHH.

6.4 CoennajHn yc/10BHS HA ChHXpaHeHHe

JlekapCTBEHHAT MPOMYKT He M3MCKBA CTIELMATHH YCJIOBHS HA ChXPaHEHHE.

6.5 BHA B chbABpKaAHHE HA ONAKOBKATA | !
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PVC/Alu 6nxcrep 1 HDPE 6yTrika ¢ noaunponUicHOBa Kamayka M 3anevyarsallo NOKPATHE

Ha OTBOpA.

Pazmep Ha omakoBKara:

HDPE 6ytunka: 100 Tabnerxa.

PVC/Alu 6muacrep: 7, 10, 28, 30, 50, 56, 60, 84, 98 u 120 TabneTku
He BcHYKKM BHIOBE ONAKOBKH Il¢ OBAAT ITyCHATH B npoaaxoa.

6.6 Coeunanns opeana3’HE MePKH NPH H3XBLPJIsiHE H padoTa

Hama cnellHaJTHH H3HCKBAHHS,

7. ITPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z 0.0.,

ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,

[omma

8. HOMEP(A) HA PAJPEIIEHUETO 3A YIIOTPEBA

Jloneneswt Akopa 5 mg prnmepanu Tabnerkn Per. Ne 20100391

Honenesnn Axkopa 10 mg dmwimupanu rabnerkn Per.Ne 20100392

9. HATA HA ITbPBO PA3SPEINABAHE/TIOJHOBSJBAHE
PASPEINIEHHUETO 3A YIIOTPEBA

Hara nHa mepBo paspemaBane; 17.06.2010 r.

Jlata Ha nocnenaHo nogHoegane: 20.04.2016 r.

10. HATA HA AKTYAJ/INIUPAHE HA TEKCTA

Hoemepn 2023 1.
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