TEATER L A ERLHA 1D SEKAPLTRATA

_ it KEDARTERLCIIK Ha RPOgYKMA - ITpuAOXeHUe 1
KPATKA XAPAKTEPUCTHKA HA HPORXYKTA Lo pooddy A3

Kot PO NE crvees e e Tt evacearibiarsabiransecbnians

1. HME HA JEKAPCTBEHUS MPOAYKT | caspeusenus Ne 22l 021220
5 - -
Joreuerrs 5 mg ¢unmMupann TabreTkH R T T ol oot
Donecept 5 mg film-coated tablets

Joneuent 10 mg ¢pumvupann TabneTky
Donecept 10 mg film-coated tablets

2. KAYECTBEH H KOMMECTBEH CbCTAB

Besaxa ¢nnmnpana Tabnerka chaepika S mg wm 10 mg nonenesmwior xuapoxiuopua (donepezil
hydrochioride} (karo MoHOXHApPAT).

TToMomHO BelieCTBO ¢ HIBECTHC NelicTRHE

Beska drnMupana TabneTka oT 5 mg chABpKa 97,35 mg n1axro3a MOHOXHAPAY.
Besaxa dramupana Tabnerka or 10 mg cpubpxa 194,70 mg naxroza MOHOXHADAT.
3a ITHNHHA CIHCEK HA MOMOLTHHTE BEleCTBa BKTE TOYKa 6.1,

3. JEKAPCTBEHA ®#0OPMA

JoserenT 5 mg ~ kpsriy, 614, ABOHHOUIMLKHATH PUIMKEpady TabneTkH ¢ AMaMeTsp 7 mm,
rpasipand ¢ “DZ 57 ot efHaTa cTpaHa.

Joneuent 10 mg — kpsrny, 67e I0KBATH, ABOHHOH3MEKHAM GUIMBPaHY TAONETKY C HAMETED
9 mm, rpasapanu ¢ “DZ 10” ot eqnara crpana.

4. KMHHYHH JABHH
4.1 TepanesTBYHH NOKAIAHAS

JloHelenT ce mpUnara 3a CUMITTOMATHYHO [IEUEHHE HA NIeKH 0 CpeqHOo TeKkH GOopMH HA AeMeHNys Ha
Anixaimep.

4.2 Jo3upoBKa K HAYHH Ha HPHACKERHE

O3WPOBKA

Buwzpacmnu/Tlayuenmu s cmapuecxa evipacm
Jleuennero 3anousa ¢ f03a OT 5 mg eAHOKpaTHO AHEBHO. JJoHenesw TpaORa Ja ce pHeMa Bedep
npeny narade. J{HerHaTa 103a OoT 5 mg TpaOsa Aa ce npunara Hali-manko 1 Mecel], 3a a ce ZOCTHIHAT
PABHOBECHH KOHUCHTPAIIHH, CI€J KOETO 3 C6 HANpaBy OIIEHKA Ha TepaneBTHYHHA oTroBop. Crex
OLICHKA Ha SIHOMECSYHOTO JIEYEHHNE A03aTa MOXKE Aa ce OBHIIH A0 10 mg eAHOKpATHO JHEBHO,
MakcHManHaTa penopyyuBana no3a ¢ 10 mg auesHo. IIpunokeHMeTo Ha AHEBHM O3M NO-BHCOKH OT
10 mg He e u3cneABAHO B (THHHHHH NPOYYBaHHA.

Jieuennero ¢ noHene3wt TpAOBA Ja ce MPORSXEA OT jeKap C OIHT B AHATHOCTHKATA H ISYSHHETO Ha
nemeHlipa THI AntxaiiMep. luarnosata Tpafea fa 6ae nocrapera CbIiacHo 00monpucs

HMa TeparnesTH4HA 110134 3a 6omaug. Heobxonumo e Aa ce npoBexaa nepHoIA-Ha Oy
KIMHHYHHR e(beKT OT NeYeHHETO ¢ NOHENSHI, AKO ce YCTAROBH /iUnca Ha Jledefi
ce ofMucTH npexpaTABaHE Ha TepanmuaTa, MBIMBRAYAIHUAT OTTOBOP KbM NOHCIE3§
OB nporHo3upan.
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Ilpu sipexneBaHe Ha NeveHHeTo ce Habmonasa NOCTENEHHO OT3BYMABaHe HA OnaronpuaTHUTe edexru
Ha JOHETe3IH.

Heowampunna ronynayus
He ce npenopruBa NpriIckeHHETO HA JOHENIEAWT NPH Jiella B IOHOLIM Ha BB3pact Noj 18 roguns.

IHlayuenmu c 6vOpeyro u ¥eproOAPoGHO Yepedcoane

[Mono6na cXema Ha Jo3WpaHe MOXKe Ra € MPHIAra H pd HalpenTH ¢ 650peuna HenoCTaThYHOCT, Thil
KATO TOBA ChCTOAHHE He OKA3Ba BIMAHME BEPXY KIHPLHCE HA IOHEIIE3HIOR XHAPOXIOPHI,

Tlopany BBE3MOKHOCT OT YBETHYABAHE HA KOHLCHTPAIHATA HA AOHETIC3HI {IPH J€Ka A0 YMEPEHO
H3pa3eHa YepHOAPOOHa HeJOCTATHYHOCT (BK. Touka 5.2) noBHINaBaHeTO Ha Ao3aTa Tpabsa aa crasa B
3aBMCHMOCT OT HHIAMBHAYATHATAE MOHOCHMOCT. HAMa AaHHK 33 MPRIOKEHMETO HA MPOEYKTA IPpH
NAlHESHTH ¢ TEXKO YepHOAPOOHO YBpekKaaHe.,

Hauu Ha mpHnoxeHWe
Tepopanno npHNoKeHHE

JHonenent Tpa6Ba Aa ce pHeMa Bedep NpPeau NAraHde,
B ciyyaii Aa HapyIneHKs Ha CHHA, BKMIOYHTETHO IATONOTHIHA ChHHILA, KOIIMapH Wid Gesc*s.mle (Bx.
To4xa 4.8) morke Aa ce oOmucnu | TpHEM Ha JloHenenT CyTpHH.

4.3 Hporasonokaanas

ﬂom:ﬁesun € NMPOTHBOMNOKA3aH NIPH NAUHEHTH C H3BECTHA CBPBLXYYBCTBHTENIHOCT KBM JOHENE3HIOB
XHAPOXJIOPUA, THICPHANHOBH HPOH3BOAHN HIAH KBM HAKOE OT IOMOLIHUTE BelllecTBa, H3GpoeHH B
TouKa 6.1.

4.4 CuenHadHH OpeAyNpexIeHAS H NpeANA3HE MePKR HPH yioTpeba

HsMa n3cnensanua 3a ynoTpebara Ha JOHEME3MI [TPH NALMEHTH ¢ TeXKa ISMEHLMS Ha AmixaliMep,
APYTH BHAOBE NEMEHLHA WIH JAPYTH BUNOBE TEKKH NaMETORH pa3cTpoicTsa (HAlp. BE3PECTOBO
HapyliasaHe Ha KOTHHTHBHHTE Q)YHKLIMH).

Anecmesun
JICHENe3|n, KaTo XOMMHeCTepaseH HHXMOHTOP, BEPOATHO MOXKe Ja NOTeHUHpa MycKyJHaTa
penaKcaris OT CYKLHHHIXOJMUHOB THIL 10 BPEME HA aHeCTe3us,

Cuvpoeyno-cvdosu 3aborssanus
Iopaan papmakoiOrHMHOTO CH AeiicTEAE XONMHECTENASHATE HEXHMOHTOPH MOraT Ja HMAT
BaroTtoHH4eH edeKT BBPXY ChpaeuHara YyecTora (Hanp. Gpanukapaud). BepoATHOCTTA 3 TaKBB edekT
MOXKE [ € OT [IPAKTHYECKO 3HAYCHUE 32 NaUMBeHTH ChC CHHAPOM Ha GONHIA CHHYCOR BB3€N WIH APYTH
CYNPaBEHTPHKYAADHK H3PYHICHHA Ha ChPAEYHATA NPOBOAHMOCT, KATO CHHOATPHANIEH WIH
aTpuoBeHTpHKYAapeH Siok. JoHenent Tpabea Ra ce NpHnara ¢ NOBHIIEHO BHYMAHHE TIPH TE3H
MALKECHTH NOpay PHCK OT 3aaB1004aBaHe Ha MPOBOAHUTE HAPYIICHHS.

CrinecTrypaT cHOOLIEHHS 3a NI0ABA HA CHHKOI U IbpuoOBe ciex yitotpeba Ha aoHeneswn. IIpu
H3clie/(BaHe Ha TakMBA NALCHTH, TPA0Ba Aa ce HMa NPEABHA BbIMOKHOCTTE 32 BB3HHKBARHE Ha
ChpAeUueH OJIOK WIH JBITH CHHYCOBH Nay3u.

ChrillecTByBaT NOCTMAPKETHHIOBH ChOOINEHNA 3a yawDkaBaHe Ha QTc HHTepRana  torsade de pointes
(Bx. Touku 4.5 u 4.8). IIpenopruba ce NOBHILIEHO BHUMAHNE (IPH NAUMEHTH ¢ MPEAUIECTBANIA WK
(daMuIHa aHaMHE3a 3a YARDKaeaHe Ha QTC WHTepBaa, Py NALHMEHTH, JIEKYBaHY ¢ JTEKAPCTBA, KOMTO
nosnuasar QTc UHTepBaNa, HIH NPY NAUKWEHTH CHC 3HAYUMO NMPEAIECTRALIO CBPACHHO 336
(namnp, HeKOMIICHCHPaHa CHPICHHA HEAOCTATHYHOCT, CKOpOIieH HHapKT Ha MHOKAp
GpanuapHTMHH) HIH HAPYIISHHS HA ¢IEKTPONHTHEA (anaHe (XKIOKATHEMIA, XHITO
Moske 1a ce Hanoxu xunvddHo Habmonerne (EKI).

Cmomauno-wpesru 3aboassania
IMaiptenTH ¢ HOBHIEH PUCK OT NIOABA HA A3Ba, HaNp. NALMCHTH C aHAMHE3a 32 A3
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Tpa0Ba 1a ce MOHUTOPHPAT BHUMATEITHO 34 NOARA HA CHMITTOMHE. OT NPOBEACHHATE KIIHHHYHM
NpOYYBaHHA ¢ AOHENE3WT HAMA JAHHH 32 OBKINEHA YECTOTA HA KBEPBEHE OT CTOMAINHO-UPEBHHS
TPaxT WIH NOsBa HA MENTHYHA 9384 B CpapHeHHe ¢ Maueto,

Ypozenumannu 3abonrasanun

XonHHOMHMETHIIHTE MOTaT Ja NpEOH3BHKAT OGOTPYICI'I'IBHH CHMIITOMH OT CTPpaHa HA MHKOYHHA
MEXYP, BBIIPCKH 4YC TOBA HC € Ha0monaBaso OpH JICUCHHE € TOHCIIE3HII.

Heeponozuunu 3abonsearnun
I'epuore: XonHHOMHMETHEMTE MOFAT Ja NPUYHHAT reHepaTH3HpaHH KOHBYJICHH, BHIIPEKH 4e
rbpuUOBETE MOXE 13 ¢a CHMITTOMH Ha 6oJiecTTa Ha AnuxaiiMep.

XOIMHOMHMETHIINTE HMAT [OTEHIHAN 3a 00OCTpAHE WIH HHAYLIHPAHE HA eKCTPaIIHpAMHOHH
CHMITTOMH.

3nokavecTpeH HeBponenTHieH cuHApoM (3HC):

3HC e MOTeHIHANHO JKHBOTO3aCTPANABAIIO CHCTOAHAE, XapPAKTCPM3HPALIO CE ¢ XUNEPTePMHR,
MYCKYJIHa pUTHEHOCT, BEF€TATHBHA HeCTabHIHOCT, MPOMEHH B Ch3HAHHETO H MOBHIIECHH CEPYMHH
CTOHHOCTH Ha KpeaTHH (ocoknHazaTa, JIOIMEIHATETHATE TPU3HALA MOTAT I8 ¢4 MHOTTIOOHHYpHA
{pabmomuomm3a) u ocrpa 6R6peuHa HenocTaTEuHOCT. MHOIO PaKO € BEIMOKHO Ja ce Habmonasa
3HC, cahpaa ¢ goHernesns, 0COGEHO MPH MALMEHTH, NOTyYaBallH €IHOBPEMEHHO AHTHIICHXOTHLH,
AXO ITpH TIALMEHTA ¢e HAadMOAABaT NPU3HAIK H CHMITTOMM, MokazaTensu 3a 3HC, WiH ce noasH
HeoOACHMMO BHCOKA TeMnepaTypa 6e3 Apyrd KimHHIHH nposeH Ha 3HC, neuennero Tpabea aa ce
MPEYCTAHOBH,

EBenoopobnu 3abonasanus

IMopany XOMHHOMHMETHYHOTO CH JIeHCTBHE XOJHHECTepa3HHTe HHXUOHTOPH TpAGBa Ja ce IpHIArar ¢
MOBHLIEHO BHUMaHHE MpPH [TAlIHeHTH ¢ acTMa WiH obcTpykTisHa Genoapobua Gonecr.
IpunokeHHETO Ha JOHENE3HA 38€/XHO C APYT'd HHXHOHTOPH Ha alleTHIXONHHECTEPA3ATA, ArOHHCTH
MM aHTArOHHCTH Ha XOMHHEPTHYHATA CHCTEMA TPAGBa /1a ce H30ATRa.

Teoicxo wepnoopobro yapedicoane
HsaMa naHHH 3a NPWIOKSHUETO Ha JCHEME3HI IPH NalMeHTH ¢ TeXKKA YepHOAPOOHa HEMOCTATHYHOCT.

Cuupmuocm, yemanosena npu KNUHUNHY RPOYYSAHUR NP NAYUEHTN CbC CbO06A OeMEHYUR
Iporeaenn ca TpH KIMHHYHH NPOYYBAHHA ¢ 6-MeCeUHa MPOXBIKHTENHOCT 38 H3CTCABAHS Ha
nialiMeHTH, KouTo NokpueaT NINDS-AIREN kpHTepHHTE 33 BE3MOKHA HIIM BEPOATHA ChAOBA
aemeHuus (CJ1). NINDS-ATREN xpHrepunte ca npeqHa3Ha4deHu 32 oTIH(epeHIMpaHe Ha NalHeHTH
CBC CBHAIOBA IeMEHIIHAA OT Te3H ¢ 6o/ecTTa Ha AmxaliMep. B ITbpBOTO Npoy4BaHE YCTAHOBEHATA
cMBpTHOCT € 2/198 (1,0%) cnen neveHue ¢ 5 mg AOHeNe3wnoB XuaApoxnopun, 5/206 (2,4%) npu
neqenue ¢ 10 mg noHene3wIoB XKuApoxJopHA ¥ 7/199 (3,5%) npa mnauebo neyenne. Brs Bropoto
npoy4saHe, NPOLEHTa HA cMBPTHOCTTA € 4/208 (1,9%) caea nevueHHe ¢ AOHENE3HIOB XHAPOXIOPHA
S mg, 3/215 (1,4%) cnen neueHue ¢ xoxeneswior xuapoxiuopua 10 mg u 1/193 (0,5%) npu wiauebo
nedeHre. B TperoTo npoy4BaHe, MPOLEHTET HA CMEPTHOCTTA B IPYIATA HA AOHENC3HIOBHA
xuApoxnopua 5 mg e 11/648 (1,7%) u 0/326 (0%) B rane6o rpynata. ITpOLIEHTHT HA CMBPTHOCT B
TpHTe Npoy4panns 3a CJl, obennunenn B rpynara Ha aoHeneswnos xuapoxnopun (1,7%) e udcnieHo
MO-BHCOK, OTKONKOTO B rpynara Ha miane6o (1,1%), kato paznukara He € CTATHCTHYECKH 3HAYHMA,
ITo-ronamara yact 0T CMBPTHHTE CTy4aH NPH NALMEHTHTE, MPHEMAIIH OOHETIC3WIOR XHAPOXJIOPHA
HITH anefo, H3reXaa ¢a BCIEACTBHE Ha PA3MYHH CHAORH MPHYMHH, KOMTO MOTAT 14 ¢€ OYaKBAT
npu NOMyalMITa B CTAPHECKa BL3PAcT, MomJiekalll ChICBH 3a00/19BaHKS. AHAIM3 HA BCHYKH

TPYTIATA Ha AOHENE3HIOB XMAPOXIOPH] B CpaBHeHHe ¢ IUIanebo rpynata.

B 06o0ieHu npoyysaHHA NPH NALHEHTH camo ¢ Gonectra Ha Amxaiimep (n
MPOYMBAHHA, KOHTO 06XBaIAT MAHEHTH ¢ AJIXaiiMep H NALAEHTH ¢ AeME
CHAOBA AeMeHnuA (06wo n = 6888), NPOLEHTHT HA CMBPTHOCT B IUTALEGO TPYTINTAHA

HaJBHIIARA TO3H B IPYITHTE HA JOHETNEIUIIOR XHAPOXIOPUA.
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TloMOIIMHH BEINECTRA

Jaxmo3sa

TManpenTH ¢ peaxH HacheACTBEHH NPOOIEMH HA HEMOHOCKMOCT KBbM TAJIAKTO34, ITEJAEH JaKTa3eH
IedbHIHT WIH ITIOKO30-TaNnakTo3Ha Manabeopbiys He TpabBa 12 NPUEMAT TOBA JIEKAPCTRO,

4.5 BaanmoaeiicTBae ¢ APYTH JeKaPCTBEHH NPOAYKTH H APYrH HOpMH HA B3aHMoAelicTBRe

JIOHeNeIHTOBUAT XHAPOXIIOPHA M/HIIH HAKOH OT METAGOIMTHTE My He HHXHOHpaT MeTabonmusMa Ha
Teo(THH, BapapHH, HEMETHAHH HIH JHTOKCHH NpH Xopa. MeTaGonu3MsT Ha JOHENe3wIoBHs
XHIPOXJIOPH He ¢€ TMORTHABA P EIHOBPEMEHHOTO IPHIOKEHHE HA JHTOKCHH HITH UMMETHIMH.

Hn BUTpO NpoyHBaHKMA NOKA3BAT, Y€ NOHETIE3WN ¢¢ METalOMH3Hpa OCHOBHO OT LIMTOXpoM P450,
H30€H3HEMH 3A4 U B o-Manka crernieH ot 2D6. [Ipoyupanus 3a nekapcTBEHH B3aUMOJCHCTBHA,
NpOBEZICHA HH BHTPO MOKA3BAT, Y€ KETOKOHA30M H XHHHAHH (MHXHOuTOpH Ha CYP3A4 u 2D6
CBOTBETHO) IOTHCKAT MeTabonnaMa Ha AoHeneswn. Crnegosarenno Te3un U apyrd CYP3A4 uxuGuropn
KaTO HTPAKOHAa30J] H epHTPOMHIMH H CYP 2D6 uHxnbuTopH, kato QIIyoKCeTHH MOTaT A3 HEXUOHpAT
meTabonniMa Ha AoHeneswt. B npoy4ysanus npu 3apaBi AoOpOBONIIH KETOKOHA30]1 IOBHLIABA
KOHLICHTPALIMHTE HAa TOHETE3HN cpeaHo ¢ okono 30%.

EH3uMHEN HHAYKTOPH, KaTO puaMITUIMH, GeHHTONH, kapbaMalenyH M ajIKOXOJI MOTAT 8 HAaMayAT
KOHIICHTPAlHHTE HA MPOAYKTA, Tl KaTO CTeNeHTa Ha HXNOUpaHe HITH HHIYKUHA He Ca M3BECTHH Teau
JIeKapeTBeHH KOMOHHALME TpAOBA /1a ce M3MOM3BAT ¢ NOBHIUCHO BHHMAHHE,

JoHene3wn Moxe 13 B3aUMoelicTBa ¢ AHTHXOJNHMHEPTHYHH JieKapcTBeHH cpeacTsa. Moxe aa ce
Ha0MIoAaBa CHHEPrUYHOCT NMPH ¢THOBPEMEHHO JIeYeHHE ¢ MPOAYKTH, KOHTO CHIBPXKAT
CYKUMHKIXOJHH, APYTH HEPBHO-MYCKYJIHHM G6I0KEepH WIH XONHHEPTHYHH aroHHCTH WiH OeTa-6liokepH,
KOHTO MMAT eeKT BEPXY CHPACYHATA NPOBOTHMOCT.

CroOwenw ca cry4an Ha yobbkaBaHe Ha QTc uHTepBana u torsade de pointes npu monenesmn.
[Ipenoprusa ce nopHIlIeHO BHUMaHKE NPH yNoTpeba HA JOHENe3HN B KOMOHHAIMA C APYTH
JICKApPCTBEHH NMPOOYKTH, 38 KOHTO € H3BECTHO, 9¢ yaAwvkasar QTc uHTEpBaiIa, H MOXKE Ja & HAJIOKH
kuapyHo Habmoaenwue (EKT). [Ipumepure BrmovBar:
-  AHTHAPHTMHYHH cpelcTRa Knac A (Hamp. XHHHOAMH);
- aHTHApHTMH4HH cpeacTea kiac 111 (manp. amuonapoH, cotanon);
- HAKOH aHTHIOETIPECAHTH (Hallp. LHTAIONpaM, eCLHTANONPaM, aMHUTPHIITHNIHH);
- ApYrH aHTHACHXOTHIWM (Hanp. GeHOTHAZHHORH NPOH3BOAHH, CEPTHHAOI, MHMO3MA,
3SHNpa3sHOoOH);
- HAKOHM aHTHOMOTHIM (Hanp. KIapHTPOMHLIMH, €PUTPOMHIINH, NeEodIOKCalHH,
MOKCH(rIOKCalHH).

4.6 DepruanTeT, GpeMEHHOCT H KbPMEHe

Bpemennocr
HsaMa JOCTaThYHO JAHHH OT H3MON3BAHETO Ha JOHeNe3un npH GpeMeHnM KeHu.

He e ycraHoBeH TepaTOreHeH NOTEHLIAN NIPH H3CNEABAHAA BHPXY OIHTHH >KHBOTHH, HO Ce
Ha0MronaBa nepH- K NMOCTHATANHA TOKCHYHOCT (BxK. Touka 5.3). [ToreHnmansusT puck npu xopa €
HeHsBecTeH. JJoHenmes3Hn He TpAGBa a ce M3MOM3Ba MO BpeMe Ha GpeMeHHOCT, OCBeH B ciiy4ail Ha
KaTeropH4Ha HeobX0AHMOCT.

Knpmene
HoHene3ns ce eKCKpeTHpa B KbpMaTa NpH Iibxore. He e H3BeCTHO JanH AOHENeann

CEKPETHpA B Maif9HHOTO MIIAKO; HAMA NPOYYBAHHA NIPH KBPMaUuKH, IOPaIH KOETO
npHeMar JOHene3w1 He TpA6Ba a KLPMAT.

4.7 Bansnne BLPXy cnoco0HOCTTa 32 modupane 1 paboTa ¢ MAMHHA

Joneneswn uma cnabo WM yMEPEHO BIHAHKE BEPXY CIIOCOOHOCTTA 38 modupane
MaUIMHH.
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Hemerimata Ha AnnxaiiMep MoxXe Ia HapylllH CIIOCOOHOCTTA 38 odHpane HTH 48 KOMIPOMETHPA
cnocobRocTTa 3a pabora ¢ MamHy. OCBEH TOBA ACHENE3HI MOXE Aa NpeJHIBEKA YMODa,
CBETOBLPTEK H MyCKYJIHA KPAMITH, MPEAHMHEO B HAYANOTO HA NEMEHHETO WIN IIpM TOBHIIABAHE HA
Aoaara. Jiekysaimuar yexkap Tpa0Ba PYTHHHO Ja OLISHABA CHOCOGHOCTTA Ha NALMEHTHTE ¢ AtiXaiimMep

Ia MPOXBIDKAT B8 o(ApaT WM Aa paboTaT c MalIMHR.

4.8 HexeJann ICKAPCTBEHE PeAKIHA

Hati-aecTHTe HexkenaHN TeKAPCTBEHH PEAKLVH CA. IUAPHS, MYCKYJIHH KPaMmITH, YMOpS, IaeHe,
noBpaIaHe H GeichHye.
Hezxenanpre peakitun, choOmIaBAHM M0-4CTO, OTKOIKOTO B H3OAMPAHH CIIYYaH ca B3bpOoeHH no-nomy
N0 CHCTEMO~OpPTaHHH KNIACORE H 110 YecToTa. Yectorara € aedunmpana, KaTo: MHOro 4ectH (> 1/10),
gectH (>1/100 mo <1/10), Hewects (>1/1 000 go <1/100), peaxn (>1/10 000 ao <1/1 000), Muoro
penxu (<1/10 000) 1 ¢ Hem3BECTHA YecTOTa (OT HANMYHWTE JAHHK He Moke Aa 6Bpa¢ HalpaseHa

OIIeHKR).
Cucremo- Mmuoro | Yecri Heuecrn Peaxn Muoro C neniBecTHa
OpraHHEd JecTH peaxu 4eCcTOTS
KAac0Be
Hudexmun u Ipocryna
uagecTain
Hapymenusn AHOPEECHA
HA
mMeTabosinIma
¥ XpAHEHETO
Henxayan Xamomina- INosumeno
HApYIDEHHSA e * mabuno
AXHTH~ CBpbX-
paHOCT** CEKCYATHOCT
ArpecnsHo
noBezegHe™**
Heobwaatiug
CHHHING H
KOomMapy™**
Hapymenna Cuuxon™ 'spuose” Excrpanipa- | 3noxavecteeR | Ilnespotoronyc
HA HEPBHATA CeeToRnpreK MMJIHH Hesponemrn- | (, [Imsa
CHCTeMa NacoMBus CHMITTOMM q4eH CHHAPOM | CHHIPOM)
Crpaeunn Bpapukap- | Cunoarpua- Tonmiopda
RApYIeHAR pr1: neH Gnox KaMepaa
ATpPHOBEHTPH- TAXHKAPRRA,
Kynapen Onok BEIIOYWTENHO
torsade de
pointes
Y memxen QT
HHTEpBaN Ha
EIIEKTPOKap-
JAuorpaMara
CromaitiHo- Auapus | ToBprimare Cromanmmso-
YpeBHM Tagene | AGnoMunANHH | YpeBeH
HApPYUIeHH] CMYyIHEeHMS KPpHBOMINTHB
CroMamna
]
OyOneHANIHE
384
Xmepca-
JANBANHA
Xenato- Yepaoppobam
Ouauapuu VBpEK TAHNA,
HapYmeHssH BICL.
XemaTurt ¥+
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Hapymenus G6puB,

H8 KOXKRTE H ‘ TipypaTryc

TMOBKOKHATA

TBKSH

Hapymienusa Myckyaun PaGnommuo-

HA MYCKYJI0- KpamimH mpateee

CKeJIeTHATA

cACTEMA H

cheIHHUTETHA-

TA TEKAH

Hapyimenng Unxonte-

Ha Gubpennre HEHUHA HA

R NHKOTHHTS ypHHATA

MHTHILA

Ob6un Imaro- | YMopa

BAPYWeRHs fome | Bonka

Hicnenpanus Munpman-
HO TOBHINe-
HHE Ha
CEPYMHMTE
KOHLIGHTp2-
nuy Ha
MYCKYIHATA
KpeaTHH-
KHHAld

Hapanasaaun, 3nononyks,

OTpaBuHHYA, BRIOIYTENTHO

BBIHHKHRIH B nanauHs

PeIyNTaT Ha

HHTEPBEHURN

*Iipu w3cneBate Ha NAUHEHTH CHC CHHKOI HIH NPHAAXLIM, TpSOBa Na ce UMa IPeNBuUjl
BB3MOKHOCTTA OT BR3HHKBAHE HA CHpJieveH ONOK KW ABITH CHHYCORH May3u (BXK. To4Ka 4.4).
**UecToTaTa Ha CIy4YaHTe ¢ XANOLMHAUNH, HeoGW4aliHi CHHMINA, KOMIMAPH, SXXUTALMA U ArPECHBHO
MOBEicHAHS HaMankBa ¢ NOHHKABAHE Ha JO3aTa WK NpH MPEKPaTABaHe Ha JICUSHHETO.

***TIpu HeobscHAMa vepHOapobHa mchyHKIMA Tpa6sa fa ce 00CHAH IpeKpaTABaHe HA NEYCHHETO ¢
AOHETe3 .

*xexCrobinasa ce, ve paboMHONN3a CE PA3BHBA HETABMCHMO OT 3MOKAYSCTBEHMS HEBPOENTHICH
CHHJIPOM W B TACHA BPEeMEBa BPB3Ka CJIER 3aM0UBaNe Ha JCUEHHETO ¢ JOHENC3H WK ¢ TOBHUINABANE
Ha Z034T14.

CrolianaHe Ha HOZO3HPAHN HEXKENAHN DEAKLIVE

CrofmapareTo Ha NONO3UPAHM HEKENAHM PEAKIUH CIS paspeilasade 3@ ynoTpeda Ha NeKapCTBeHHs:
NIPOAYKT € BaxHO. ToBa No3r0MABa 42 NPOAKDKH HAONOAECHHETO Ha CHOTHOLIEHMETO NOM3A/PHUCK 34
AeKapCTREHHA NPOAYKT. OT MEAMIMHCKHTE CIeLMATACTH C& U3HCKRA A3 ChOGIIARaT BCAKa
DOZI0ZHPaHA HeXKENaHa peakiya upes HanbnHurenHa areHims 0o aekapersara, yi. ,,Jamsan [pyes”
Ne 8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 [Ipenoimpane

YeraHoReHaTa CpeHa ieTaHa 1038 Ha JOHENeIWI, CIe]l NpHiaraye Ha SAHOKPaTHA 103a oT 45 mg/kg
npu MEIKH B 32 mg/kg K TUTBEXOBE, PECTIEKTHRBHO € NpUenuzuTenHo 225 1 160 asTH MO-BHCOKa OT
10 mg - MaxcumaniaTa IPEeNOPLYHTENHA HEBHA 1034 NIPH Xopa. IIpH XXHBOTHH ce Ha6 -
NO303aBHCHMH CHMITTOMM Ha XOJIMHEPTHYHA CTHMYNALAL, BKIIOUMHTENHO PEeAyLHp #ia
i
[}

dHY i E ALY
ABHWKEHHA, CRATA NO3ULHA ¢ HORE3MOKHOCT 3a M3NPABAHE, OMONIBAINA Ce¢ ITOXOIKS / Y #’
KIOHWIHH 'EPHOBE, DOTHCKAHE Ha AHUIAHCTO, CANHBAITHY, MHO32, (IJHCIIHKYJIMH U ;
NOBBPXHOCTHA TCIECHA TEMIICPATYPA.

IIpenosxpaneTo ¢ XonMHeCTEpazHH WHXKOHTOPH MOKE Aa AOBEAE A0 XOIHHEPrHUH
XapaKTepu3Mpa ¢ TafieHe, MOBPLUIAHe, MOBHINEHA CANTHBALMA, NOBAIICHO U3NIOTIBA
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XHMIOTOHKSA, NOTHCKAHE HA JHITAHETO, KOJIANC M KOHBYJICHH. Br3MoxKHa ¢ M3pa3zeHa MycKy/IHa
cI1aboCT, KOATO A8 ZOBERE AC CMBPT NIPH 3aCATaHEe HA NHXATEIHATA MYCKY/IATYPA.

Karo npu Bcexn cy4aii Ha npeQjo3Hpane ce Npunarar oGy noarspkainy Mepiy. Karo awrunor npu
AOpeAO3HPAHE ¢ JOHENCIHI MOTAT 1 C& M3II0I3BAT TCPUHEPHH SHTHXONHHEPI I KAaTO aTPOIHH,
3anousa ce ¢ 1,0 a0 2,0 mg i.v., cien koeTo A03aTa Ce OUpeIend cHOpen KIMHAYHOTO TOBIHABAHE,
Tlpu eqHOBpeMEHEO MPHIOKEHAE HA XOTHROMMMETHIM ¢ KBATEPHEPHH SHTHXONUHEPIHUM KATO
TIHKOMHPOAAT C& HAbmoNaBa ATHIIHYHO TIORHABAHE Ha APTEPHANIHOTO HANATAHE H CEPACYHATA
4YeCTOTA.

He e #3BeCTHO Nany NOHETICIHTORUAT XMAPOXJIOPHE W HIM MeTalboNATHTE MY MOTaT Aa Ce OTCTpaHIT
4pe3 Manm3a (XeMOaHAaIH3], MEPHTOHEATHA JHAMA3A WIH XeMopunTpanms).

5. ©APMAKOJOI'NYHW TAHHH
5.1 ®apmaxoiHHAMETHH CBOHCTBA
(apMaxoTepanesTHUHA rpyna — JlekapcTBa 3a JEMEHIIN, AHTHXONHHECTepaskn, ATC kon: NO6DAO2

Mexapm3nnm 1a gelicTRre
JoHenezwAoBRAT XUAPOXNOPHA € crierMpuyeH U o0paTHM HHXHOATOD HE ALETHIXONHEHECTEPA3ATA,
npeobiiagasainara XoMiHecTepa3a B MO3BIHATA ThKaH. JOHENE3HNOBHAT XWIPOXIOPHL in Vitro ©
1 000 1mHTH Mo-MomeH HHXHOMTOP Ha TO3H eH3HM, OTKOMKOTO HA DY THPIIXOIMHECTSPa3aTa, CHIHM,
KOKTO € paznpocTpaseH rpeay scuyxo niseH 1[HC.
eMe AN (5
I1pu naumeHTH ¢ NeMeHIMA Ha Aatxakimep, BKAIOUSHH B KIMHHYHH NPOYYBaHHAA, TIPHIIOKEHASTO Ha
JIOHETIE3HIT BEAHEK AHCBHO B 1032 0T 5 mg nay 10 mg BojM 10 pagHOBECHO HHXUOHpaKe CHOTBETHO
Ha 63,6% 1 77,3% or aneTHnxonHHecTEpAZHATA AKTHBHOCT (U3MEPEHA B €PHTPOMHTHHTE MeMBpany)
TIPH H3MEpBaHe cJIe] MpHeM Ha fo3ata. HuxnbGupanero Ha atleTwxonHuecTepasara (AXE) B
EPUTPOLIMTHTE OT JOHENE3WNIOB XHAPOXJIOPHA KOPETHPa BbB BHCOXA CTENEH ¢ TIpoMeHnTe Ha ADAS-
COg - YYBCTRHTEITHA CKANTA, ¢ KOATO C& POYYBaT ONpeNesieHH acTeKTH 0T KOTHHTHBHHTE QYHKIHH,
[loreHNMantT He JOHENEZHIOBHA XBAPOXIIOPHA 2 OKA3BA BIIHSHHE BEPXY MPOTHHAHETO Ha HaliHa
HEBPOTIATONOMMA He € M3CIISARAH, IOPATH KOETO He MOKe [a Ce CHHTE, Ye JOHENEe3 W1 HMa HAKAKDE
edeKT BEPXY IpOrpecupaneTo Ha 3aGo/siBasero.
E}eXTHBHOCTTA OT JIUEHHETO C JOHETIE3 M € HIC/EABAHA B YETHPH MNaneGo-KOHTPONUpaHH
MPOYYBAHUA - 2 MPOYYBAHHA ¢ HPOTBIDKHTEIHOCT 6 Mecena ¥ 2 pOYMBAHEA ¢ MPOABDKHTERHOCT
1 ropuHa.
B 6-meceuno XITHHHYHHO IIPOYYRAHE € HANPABEH AHANH3 B KPaf Ha TeParMsTa ¢ JOHEMes i, ¢
NoMOIITa Ka KoMOHHAUMS OT TPH KpHTepHd 3a edexruproct: ADAS-Cog (u3Meprane Ha
KOrHUTHBHHTE QyHKiH), Brievarnense 3a npoMaHa Ha KIHEHICTA, OCHOBAHO HA WHTEPBIO H ¢
uHGopMauns or Sonnornenaya (Clinician Interview Based Impression of Change with Caregiver
Input, CIBIC) (Msipka 3a 06mo0T0 yHKIMOHKPAHE) # TTOICKANA 3a eXCAHEBHUTEe aKTHBHOCTH HA
KmiHuuKaTa olieHbYHa CKANa 38 ISMERLHA (MAPKA 32 BBIMOXKHOCTHTE B 00IECTROTO, ¥ AOMA,
xo0uTaTa ¥ rprxkara 3a cefe cu).
Cuaura ce, 4e NatMEHTHTE, KOMTO OTTOBAPAT Ha KPUTEPHMTE, W36poeHH MO-R0NY ¢€ NOBAHABAT OT
TIE%eHHETO.
Tlopmseane = TMonoGpsanare Ha ADAS-Cog ¢ He no-mManko ot 4 Touku
Jlunca Ha Biromaeane na CIBIC +
Jlunca na Bromarare 1o Ilonckanara 3a exenHEBHHTE aKTHBHOCTH Ha Kimummuara
OLEHBYBA CKAJa 33 JICMEeHIIHA

% TlosnusasaHe

O06m Opofi NalHeHTH, 3aN0MHATH TlauueHTH, KOUTO PE AR ¥
. Npoy4RaHeTo (n1=365) ;
InaneGo _ 10%
Jonenerr | 18%*
S mg

NO09 7



Josenenr 21%* - | 22%**
_10mg
* p<0,05
** 0,01

JoHeuenT npenn3BUKea JO303ABHCHMO CTATHCTHYECKH 3HAYKMO TOBHINABEHE HA IPOLEHT?
NAUMEHTH, KOKTO C€ OTIPEAE/IAT KATO OTIOBOPMIIH HA JTEUCHHETO.

52 dapMakoKEMETHYHE CBOHCTEA

Abco

Makcumanym 11a3MEHH KOBLICHTpalliu ¢& oCTUraT nputnusurento 3-4 yaca cnes NepopaiHo
npanoxenne. [Uia3MeHnTe KOHIICHTPALMA H NACHITA NOA KPHMBATA HAPACTBAT {POTIOPLMOHANHO Ha
mosara. TepMHEATHHAT AHCTIOZHLMOHEH NOMYKBBOT ¢ NpubnusuTento 70 4aca; MHOTOKPATHOTO
NPHAOKEHNE KA NHOKPATHH JTHEBHH NO3H BOAM A0 NOCTENESHHO JOCTHISHE HA PABHOBECHH
KOHUEHTpaluK. PaBHOBECHN KOHUEHTPAIIHH ¢& JOCTHTAT 34 IPHOIN3NTENHO 3 ceMULIA Cliel
3a0YBaHe Ba TepanuAra. BeaHrk J0CTHrHANH CTAITHOBAPHO ChCTOAHHE, TUTA3MEHATE KOHIEHTPAHH
Ha NOHENE3ATOBUS XWIPOXIOPH/ H CHOTBETHATA HM (hapMaKoAHHAMHYHA AKTHBHOCT fIOKA3BaT ciaba
BapUabWIHOCT B TEUSHHE HA ACHS.

XpaHata He OKasBA BIHAHHE BEPXY abcopOLMaTA HA NOHENEIMIOB XHAPOXIOPHL.

Pasnpeneneumne

JoHene3HA0BHAT XHAPOXTIOPH], c& CBLP3Ba Npubausurenso 95% ¢ masMenure nporeusn. He e
M3BECTHO JO KAKBA CTENEH HErOBRMAT MeTaGOnNT 6-O-He3MeTHI JOHENIC3WT Ce CBBP3BA C IIA3MEHHTe
NPOTEUHH. PasnpelicIeHHeTo Ha TOHENE3WIOB XMAPOXIOPH] B PA3IHYHITE TEKAHK HE © HAITBIHO
H3C/IeABAHO, BBEOPEKY 4¢ B IIPOYYBaHE, NPOBESACHO NP 3ApaBsH Miixke foGposonuw, 240 yaca cren
NpWIAaraHeTo Ha HOKPATHA 1028 OT 5 Mg ACHENC3MIOB XHAPOXIOPHI, MapKHpaH ¢ *C,
npuGnusurento 28% ot C-MapkHpamin AOHETIE3UN OCTABAT HEBL3CTAHOBSHNA, ToOBa MOKA3Ba, 4e
AOHETE3HIOBUAT XHAPOXIOPH] H/WIH HEroBHTe MeTaA00MHTH NEPCHCTHPAT B TANOTO 33 MOBEYE OT

10 zum.

buotpanchopm e aAHe

JloHene3HioRHAT XMAPOXJIOPH Ce OT/IENA Ype3 YPHHATA HENPOMEHEH H MeTaGONH3HPAH OT UHTOXPOM
P-450 cuctemara 10 MHOMKECTBO METAaGOIHTH, HAKOH OT KOHTO He ca HueHTuduImMpans, Crex
npuIaraHe Ha €AHOKpaTHa 1032 o1 S mg “C-Mapkupay JoHenesHn, INa3sMeHaTa pagHOaKTHEHOCT,
H3Da3eHa KaTo NMPONEHT OT MPIIOKEHAT] J03a C€ CBCTOM OT HenpoMeHeH aonernie3wi (30%), 6-0-
neaMeTwinonenesun (1 1%-eqMHCTRBEHHAT MeTaboIHT, KOHTO NPOJBIBA AKTHBHOCT, NOAOGHA Ha Tasu
Ha JOHETICIHIOB XHAPOXJIOPHI), NoHeneawI-1uc-N-oxeun (9%), 5-O-geamerunponenesun (3%).
Tpubmmsurenno 57% ot oblaTta panHoaKTHBHOMAPKHPaHA J03a Ce YCTAHOBABa B ypuHaTa (17% xato
HENPOMEHEH AoHene3nn) H 14,5% B H3OpaskHEHUATA, KOSTO JABS OCHOBAHKE A C& CUMTA, Je
GuoTpancdopMalLiaTa H EKCKpENMATA B YPHHATA ¢a THPBYUYHK MBTHINA 32 enuMEHHpaHe. Hama aamin
33 eHTEpPOXENATANIHE PELMPKYIALys Ha NOHENE3WI0B XUAPOXIOPH H/HITH HEFOBUTE MeTabonuTH.

InasMeHHTe KOHIEHTPAUMH Ha JOHENIE3W ce TIOHKABAT ¢ IOMYXHUBOT OT npHOHsrTenHo 70 Haca.

ITonsT, pacata 4 TIOTIOHOITYINEHETO He HOBAMABAT KIMHKVHO 3HAYMMO NIA3MEHITE KOHIICHTDAIWME Ha
ROHETNEe3HNI0B XHAPoXIopHa. DapMaKOKHHETHKATA Ha NOHETIe3HI HE € CNeUHANH0 H3CAeABaHa PK
3ApaBH NAUWEHTH B CTapuecKa BB3PacT WK NPH MaleHTH ¢ bonecTra Ha AunxaiiMep HIH NAIHeHTH
ChC CHA0BA ieMeHIHA. B cBilioT0 BpeMe cpeaRHTe MNa3MEHH KOHIEHTPALME TTPY Te3H NALUEHTH Ca
CXOHH 0 I'O/IAMA CTETIEH C Te3W NIPH MIIagK 3aparK JOOpOBONUH.

[Tpu nauMeHTH ¢ NieKa A0 YMepeHa 4epHOAPOOHA HEJOCTATEYHOCT PABHOBECHUTE KO
ROHENE3WN ¢¢ nosHuapar - cpenHaTa AUC ¢ 48% n cpennara Crex ¢ 39% (3. TOY
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53 Npenxnmanunu gaudu 3a GesomacBocT

TIponsmKHTeNHA NPOYYBAHHA BEPXY eKCIIEPHMEHTANHY JKUBOTHM TIOKA3BAT, Y€ TOBA CHEAHHEHHE
TPeAH3BHKBAE MATKO ()eKTH, PA3IMYHH OT NpenBraeHNTe GapMaKoTorndHy e(eKIn, XapakTePHH 3a
JACHCTBHETO MY KaTO XONHHEPrHUEH CTUMYNATop (BXK, To4dka 4.9). Noxenesnn He nokassa
MYTareHHOCT IIPH 8HAU3 HA TECTOBE 33 MYTarcHHOCT, KbAETO Ca HINO/N3RAHN KIIeTKH Ha GaxTepun 1
Bozatinumm. Hakon xnacroreHHH edexth ce HAGMOAABAT HH BUTPO TIPH KOHLEHTPALMH, KOHTO C&
ABHO TOKCHYHM 33 KISTKHUTS H HaAXBLPIAT noseye or 3 000 hTi paBHOBECHATE ILTASMEHH
KkOHUenTpaind, He ca Habmoaanany KNACTOTEHHH WM APYTH FEHOTOKCHYHY e(EKTH IIPH HINONIBAHE
Ha ¥H BABO MUKPOHYK/IeapeH MOJIEN BHPXY MHIIKE. HAMA JaHHM 32 OHKOTeHEeH ROTERIMAT IPH
ABJTOCPOYHH NPOYYBAHNA 32 KAHLEPOTCHHOCT NPH IUTEXOBE KK MHIIKH.

JIOHeNe3rIoBHAT XHAPOXIIOPH] HE OKa3Ba eQeKT BEpXY bepTHANTETA IPH TUTHXORE H HE ©
TePATOTCHEH IPH [LTEXOBE WAH 3aiiM, HO HMa c1ab eeKT BLpXy 6poR Ha MBPTBUTE PAIKARHHR H
BhPXY paHHATA NPEXUBAEMOCT HA HOBOPOJEHHTE, KOTATO CE MpHiara npy SpeMEeHHH [LTLX0Be B J03Y,
HagXsepramy 50 MeTH J03aTa, Npuilarala mpH xopa (B, Touka 4.6).

6. PAPMAIIEBTHYHHA JAHHN
6.1 Cpachbk HA TOMODIERTE BEIMECTBA

Durmupann mabremxu om 5 mg
JlaxkTo3a MOHOXMApPAT
MuxpokpHcTanHa uenynosa
HapesyuHo Humecre

Marneanes creapar

Cyemuae na mabaemuomo noxpumue
Onanpaii 6an:

TomuBHENI0B ANKOXON

THTaHOoB MHOKCHN,

Maxporon 3350

Tank

@uramupanu mabaremxu om 10 mg
JlakTo3a MOHOXHApAT

enynoia, MEKpPOKpUCTaTHa
LlaperHvHO HHINECTE

Maruesuer creapar

Cvemas na mabremuomo noxpumue
Ounanpail xuir:

TToNHBHHWNIOB ANKOXOMN

THTaHOB IHOKCH],

Makporon 3350

Tank

BT HeneseH OKCHA

6.2 HecrBMeCTHMOCTH
Henpunoxumo
6.3 Cpox Ba rognoer

3 ronunn
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64 Cpeunang¥ YCIOBHS HA ChXpaHenHe

To3u nexapeTsen NPOAYKT He HAUCKEA CIICIHATHN YCJIOBHA HA CBXPRHEHHE,

6.5 Bax A crABLPAAHAE HA ONAKOBKATA

Houeyenm 5 mg Gurvupanu matinemsuy:

- o 14 rabnerxu B 6mucrep or PYC/AL no 2 6micrepa B onaxoska

- no 10 rabneriu B 6mucrep or PYC/AL no 3 Gnecrepa B onaxoska

- no 28 tabnerxu B onaxoBxa 3a rabnerku or HOPE

- no 30 Gpos B omaxoska 3a Tabrersn or HDPE

Hoxeyenm 10 mg punmupanu mabremxu.

. rio 14 Tabierxu B Gnuctep ot PVC/AL no 2 Gmiacrepa B onakoska

- no 10 rabnerxs B 6muctep ot PVC/AL no 3 6nscrepa B onakoeka

- 110 28 Tabnerxy B onakoBka 3a Tabretkn or HDPE

- no 30 TabneTkn B onakoeka 3a Tabnersyu or HDPE

He BcHdxy BHziose onaxoBKH MoraT na OBIAT ITyCHATH HA Nasapa.

6.6 Coensalss NpeANasHA MEPKH HPR HIXBLDIANEE

HsMa cieLInanHK H3UCKBAHKA 34 H3XBBPARHE.

Hensnon3saHusaT neKapCTBEH NPOMYKT HAH OTHAXLYHHTE MAYePHAIM OT Hero TpsabBa xa ce H3XBBPAST

B CHOTBETCTBHE C MECTHHTE M3UCKBAHHS.

7. TIPHETEXATEJ BA PASPEHMIEHHETO 3A YIHOTPEBA

Tena @apma EAJ]

yi. ,,Jlio6a Bemuukosa“ Ne 9, 1407 Codus

Benrapus

8. HOMEPA HA PASPEHIEHUETO 3A YIOOTPEBA

Honeuterrr 5 mg dunmupanu rabnerkm ~ per. Ne 20080022

Houreuent 10 mg punMupann Tabnerkn - per. Ne 20080023

9. JATA HAIIBPBO PASPEINABAHEMO{HOBABAHE HA PAJPEINEHUETO 3A
YIIOTPEBA

JlaTta ua mepBO paspemagare: 11 asryct 2008 r.

HJara Ha MocnenHo noaHoRasaxe: 12 mMapr 2013 r.

10. HATA HA AKTYAJH3IHPAHE HA TEKCTA

18/10/2022
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