KPATKA XAPAKTEPUCTHKA HA MPOAYKTA
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L. HME HA JTEKAPCTREHHUA TPOAYKT

Kcanaran 50 mukporpama/ml kankv 3a ous, pa3tsop | I e
Xalatan 50 micrograms/ml eye drops, solution e e e

it AR
N -

2 KAYECTBEH H KOTUYECTBEH CHCTAB
1 ml xarikn 3a o4y, pasTBOp CRARPKAT 50 MUKporpaMa nataronpocT (latanoprost).

Efna xanka ceabpika 0Kono 1,5 MUKporpama faraHompocT.

TIoMoIIHY BELECTRA ¢ U2RECTHO ReHCTBUE
benzankonmer xnopun 0,2 mg/ml e BKTIOUEH KATO KOHCEPBAHT.

Harpues amxuaporendocdat moHoxuapar (E339i) 7,70 mg/ml.
Hunarprer docdat, 6e3sonen (E339ii) 1,55 mg/ml.

3a TENHHUA CIIMCHK HA MOMOKIHUTE BELIECTBA BIKTE TOUKA 0.1,

3. JEKAPCTBEHA ®OPMA
Karnkn 3a o4u, pasTeop.

Pa3TeopbT € npo3payHa, Ge3uBeTHA TEYHOCT.

4. KJIHHHYHH JAHHM
4.1 TepaneBTHMHU NOKAZAHUN

HamManssane Ha MoBHIIeHO BLTpeodHO Hamsrane (BOH) mpu mauneHT! ¢ OTKpHTOBIBIHA FIaYKOME H
OYHA XHNEPTOHNY TIPK BB3PACTHH (BKIHOUUTEIHO MALMEHTH B CTAPYECKA BH3PACT).

Hamansasane va nosamero BOH npu neauatpuysn naiwerTH ¢ nosuinedo BOH u riraykoma 8
JeTCKa BB3PAcT. -

4.2 [Ip3vpoBKa H HAYUH HA DPHIOKEHHE
JoanpoBka
Buipacmuu (8KMOUIMERNC NAYUSHMY 8 CIMGDYECKS 8b3pacm)

[TpenoppyHTENHOTO NeveHKME € eHa KAllKa B 3aCerHATOTO OKO (0UK) BEAHDK AHEBHO. ONTHMAaIeH
edeKT ce MOcTHTa, ako KcasaraH ce Apriara sewep.

Kcanatan He Tpabga aa ce Upunara Mopede 0T eAMH MbT AHEBHO, Thil KATO € JOKA3AHO, He [10-4ecToTOo
MpHAOKEHHe HAMAIABA edekTa Ha noHimkaBare Ha BOH.

Axo 6bae MponycHaTa 2034, TIEHCHHUETO CNISABA A MPOARIKHA HOPMANTHO, ¢ TPUIIOKEHNUE HaA
CleapaulaTa nosa.

[Teduampuuna nonynayus

KcanataH Kanxy 3a 04u, pa3TROP MOXE Jia Ce TIpUara IpH MeRNaTPHGHH TAUHEHTH Ch
TO3MPOBKA, KAKTO NPH BH3PACTHH. JIMTICBAT AaKHH NIPH HEIOHOCEHN Jlelia (pojIeHH mpe,
z



36 recrallnoHna cenMuLa). JJaHAWTe Npy BE3pacToBRaTa rpya <1 ronmna (4 manWeHTy) ca OrpaHAYMEHH
(B%. TOuKa 5.1).

Ha4pn Ha npuaokeHAe

Kakto py BCHYKH Kallky 33 OUM, 33 13 Ce HaMATH BL3MOKHATA CHCTEMHA abcopbuus, ce npefioprysa
NAKPUMATTHUAT cax fa Objze MIPUTHCHAT 3a eJHA MHHYTA BLB BETPELIHHT BB HE OKOTO (TOYKOBO
zarBapsane). Tora Tps6Ba na ce Hanpasw BedHara cied NpHACKEHHE Ha BCAKa Kanka.

Kontakraure neo Tpabea 1a ce CBANAT NPEKH MPHIOXKEHHE Ha KaNKHTe 3a 091 M MOTAT j1a e
TIOCTARAT OTHOBO clien 15 MiuHyTH.

AKo ce ynoTpe0asa Nosete OT €14H JEKAPCTBEH NPOAYKT 33 TOKAIHO NPUNOKEHUE B OUUTE,
AEKapCTBEHNTE NIPOAYKTH TPAOBA Ja GbAAT IpHIIaraHy pes MHTEPBal 0T MHHHMYM TIET MHHYTH.

4.3 IlpoTdBONOKAIaHHA

CRpPBLX4YBCTBUTENNHOCT KbM NIATAHONPOCT KK KbM HAKOE OT IOMOLHATE BENISCTBA, W3OPOeHU B
TOuKa 6.1.

4.4 CneuHanHW NPeAYNPexRICHUA H MPeATA3HH MePKH NpH ynorpeba

Kcanaran moxe [ocTeneHHo Aa Npeau3BHKa IPOMAHA B LBETA HA OKOTO Ype3 YBeNM4aBaHe Ha
KOTAYECTBOTO Ha KadaBIg MMrMeHT B UpHca. [Tpenu HazHayaBaHe Ha NeYEHUETO AMEHTHTE TPAGBa
Aa 6BbJaT MHGOPMUPAHH 3a BB3MOXKHOCTTA OT MTOCTOAHHA MPOMAHA Ha BETA HAa OKOTO.
ERHOCTP2HHOTO ieYEHNE MOXE 1a JOBEIE 0 TPajiHa XeTepOXPOMHA.

Taszn npoMana B UBETa Ha OYKTE e Guila HaOnoXaBaHa MPEAHMHO NPH TAMEHTH ChC CMECEH LIBAT HA
HPHCUTE, T.e. CHHbO-Kadas, cHBO-kad4B, KBIATO-KadiB U 3eneHo-xadae. B npoyysanng c
NATAHOMPOCT, Ha4a/l0To Ha MPOMAHATZ HAacThIBA COHKHOBEHO B paMKHTE Ha TLpBUTE 8 Mecela o1
JIEYEHUETO, PAAKO [Pe3 BTOPATa WM TpeTaTa TOOHHA M He ¢ HabNRarano cllex 4eTBhpTaTa POEHHA
oT scuenneTo. CTeneHTa Ha porpecs Ha TITMEHTALMA Ha UPHUCa HAMATARA C BPEMETO 1 Ce
cTabuansipa 3a neT roniay. EQexThT Ha yBenMueHa MUIMEHTALIA CER NeT MOAUHN He € OUgHeR, B
OTKPHUTO S-TOIULIHO NpOyYRaHe 3a fe300acHOCTTa HA RaTaHOTpocT, 33% OT NaLUHEHTHTE Ca PAZBYIH
NHIMEHTALNS Ha HpHca (BXk. Tovka 4.8). TIpoMsaHaTa B UBETA Ha HPHCA B TIOBEYETO CITyHaH € NeKa
HecTO He € HA0/0aBaHa KIMHUYHO. YecTOTaTa IPH NAMEHTH ¢ HPHCH ChC CMECEH UBST BAPHADPA OT
7 10 85% ¢ nafi-BMCcOKa 4eCTOTa PH #hbNTo-KadhasuTe upAck. He e nabmoarana NpoMsiHa NpH
NAIMEHTH ¢ XOMONeHHO CHHH OUH, & [IPH NAUKSHTH ¢ XOMOIEHHO CHBH, 3SlIEHH WK KadABH oyt
npoMzHata € Habnonasana panko.

[Tpomsanara B uBeTa ce IBMHKK Ha TMOBHLIEHO CHABPKAHME HA MellaHUH B MENAHOUTHTE Ha HPHCHATA
CTpOMa M HE ce JIbIIKHN Ha yBelidaBane Opos Ha MeNaHoUMTHTe, B THIIMUHWTE ciiydan kadBaTa
NUTMEHTAIHA OK0M0 3eHAUATA ¢e PasnpOCTPaHABE KOHUEHTPHYHO KEM NepnidepisTa Ha 3aCErHaTHTe
OYH, HO LIEJTHAT HPUC HTK YACTH OT HErd MOTAT ja ¢cTaHaT no-kadennkas. He e nafnrogasano ro-
HaTaTBILHO YBEIMHEHUE HA KaARMA MUTMEHT Ha UpHCa Cliel CApaHe Ha nedenmneto. T4 He e Guia
CHBP3aHa C HAKAKBB CHMIITOM HIIY TIATONOTHYHH TIPOMEHH B KITHHHYHUTE TPOYYBAHMA, POBEICHY
Jocera.

HeBycuTe UK TOUULMTE BbPXY HPHCa HE CC NOBNHABAT OT Ne4eHHETO. B KIVMHUYHM NPOYyYRAHUA HE e
HabntofjaRaHO HATPYTIBaHe HA MATMEHT B TpaGekynapHaTa Mpea WM Ha JPYrd MecTa B (peaHaTa

ouHa KaMepa. [[eTToNUIIHUAT KIMHKRYEH OTINT TOKa3Ba, 9¢ VBeIIHYEHATA (IMTMeHTAIlHA Ha HPHCA HAMA
HHKAKBO HETATHBHO KIHHHYHO MOCNEACTBHE H OpuaokeHHeTO Ha KeanaTtad Moxe 1a Oh

PElOBHO NPOCTENABAHM U AKO KNHHWYHATA CUTYAUHA I'0 W3UCKBa, NeueHreTo ¢ Kc
OBle CIpsHQ.



Hma orpanmden onrr ¢ Kcanatar npH XpoRRYHA 3aKpHTOBIEIHA IIayKOMa, CTKPHTOBIBIHA
FayKoMa IpH NaukeHTH ¢ ncepaoadakns U npi MUrMenTHa raaykoma. Hama onut ¢ Kcanarau npu
BL3NATNTENHA K HEOBACKYNAPHA I11ayKOMa, BL3NATHTETHH O4HYU ChCTOAHWA UNH BpOeHa rayKoMa.
Kcanaran HaMa uni AMa MAEHAMANEH eeKT BLPXY 3eHWIIATA, HO JMIICBA ONUT IPH OCTPHUTE RPHCTHNN
Ha 3aKPUTObLTBIIHA riIaykoMa. [Topajau ToBa ce MPEMOPEYBA MOBHITEHO BHAMAKHE IPH NPUIOKEHHE
na Kcanaran pu Te3d 3a601ABaHINA JO HATPYTIBAHE HA NOBEYE OITAT.

HMa orpaHH4eHN TaHHH OT MPOYHBaHKA 3a ynoTpebara Ha KcanaTan npes neproNepaTHBHKA iepHon
TIpH ofiepaling Ha KarapakTa. Kcanaran Tpa6ea fa Gbe M310I3RaH BHHMATEITHO TIPH TE3W MALWEHTH,

Kcanatan Tpafisa 2a 6be H3NON3BaH BHUMATETHO NPY ITALMEHTH ¢ aHAMHE3a 33 XePIeTHIeH KEPATHT
u TpaGBa a ce H30ATRA B C/TyYaH Ha AKTHBEH XEPIIEC CUMILIEKC KEPATHUT K MPU NALMEHTH C aHaMHe3a
33 PELMAMBHPAIL XEPIETHYEH KEPATHT, KOHKPETHO CBhP3aK C MPOCTaraHANHOBH aHaNO3M,

Crobuenis 3a MakymTeH efeM (BXK. TouKa 4.8) HacTRITHN MTABHO MPH NAUHEHTH C aQaKus, MALHEHTH C
neesaoaakus ¢ paskbcaHa 3aJHa KANCyia Ba NeInaTa Wid NPeEqHo-KaMePHH JeLLM, WM apy
TIAHUEHTH ¢ U3IBECTHN PUCKOBY (akTOpH 3a KHCTO3EH MaKyJieH eleM (kaTo tHaberTHa peTHHONATHS N
peTHHAIHA BeHo3Ha oKny3is). [Tpenoprpysa ce NOBWILEHD BHUMAHKME TIPH NMpHImkenke Ha Kcanaran
TIpY MAMEHTH ¢ athakhs, TANMENTH ¢ IcerA0adakid ¢ pasKhcana 3a1Ha Kallcysa Ha ewaTa K
TpeHO-KAMEPHI eI WK [pH {TAIHEHTH C H3RECTHH PUCKOBR GaKTOPH 32 KHCTO3EH MakyIeH eJeM.

[Tpn nauneHTH ¢ H3BECTHH Mpeapasnoarali pHCKOBH BakTopu 3a upuT/yeent Kcanaran Moxe 1a
OnAe U3NON3BaH BHUMATENHO,

Fma orpasHveH OTHT MPH MAWHEHTH C 2CTMa, HO MMa ChOOWERN 3a CIydan Ha 0BOCTpAHE Ha acTMa
W/WIH THCITHES pe3 NOCTMaPKETHHTOBOTO Habmoaenne. CneJoBaTe/ MO NALKEHTHTE ¢ 4CTMa TpshBa
na Ob/IaT NeKyRaHH BHHMATEITHO KO HATPYMBAHETO Ha ROCTaTLYHO offiT. Bxk. cbliio Touxa 4.8,

HaGmonasana e npoMaHa B LIBETa HA KOXATA OKOTIO OUUTE, KATO MOBEYETO ChobIeHHA Ca GuiiH pu
AMOHCKH MatWeHTH. ONUTHLT X0 MOMEHTR OKa3Ba, e NepHopOMTaTHATA IPOMAHA B LIBETA HA KOXKaTa
HE € TpalHa W B HAKOW CTy4aM e W3ue3Hala ¢ MpoXk/hkaBaHe Ha nedeHueTo ¢ Keanaran.

JlaTasonpoct MokKe MOCTENEHHO Ja U3MEHH MUTTIHTE ¥ OKON00UHKS MBX (vellus) Ha TPETUPAHOTO OKO
M OKONOOYHHUTE YUACTELM; TE3H IPOMEHN BKITIOUBAT YBENKYABAHE HA ABIKHHATA, MBCTOTATA,
MHTMEHTALHATA, OpOA Ha MUTTTHTE H KOCEMYETATa M PACTEX HA MUITIUTE B HENpaBH/IHA [TOCOKA.
TIpoMeHUTE B MUTITMTE ca 0OpaTHMM [IPH TIPEKPATABAHE HA JIEYEHHETO.

Koticepsant
Kcanaran cbhabpika GeH3anKOHHEB XTOPHA, KOHTO 00HKHOBEHO Ce H3NON3Ba KATC KOHCEPBAHT B

ofranmonoruyHuTe npoRyktH. OT HATMYHNTE OrpaH4eHy JJAHHN He ce HaGno/laBa pa3tvka B
npoduna Ha HexenaHuTe chGUTHA NPH JeUa, B cpaBHEHHE ¢ BhapacTHU. [To mpunuvn obaue pu
OYHTE Ha JIeua ce Haﬁmo,uaBa MO-CUITHA peakiiA 3a JaJeH CTUMYJ, OTKOJIKOTO MpH OUMTE Ha
Bb3pacTHi. JIpazHeHeTo MOXKeE 1a MMa HeraTUBeH eeKT BRPXY NPRABPKAHCTO KbM JIEHEHHETO MIPH
aeua. Hua cpolliueHns, de OeH3UTKOHHEBHAT XJIOPH NMPHYHHABA OYHO ApasHeHe, CHMOTOMY Ha
CYXOTa B OYHTE M MOXe Jia 3aceTHE CTB3HMS (DM ¥ TOBBPXHOCTTA Ha porobuiara. Tpsdea aa ce
W3TON3BA ¢ IOBHUICHO BHUMAHWE MIPH NALMEHTH ChC CYXOTa B O4MTE M TIPY MALMEHTH, MPH KOWTO
pOTOBHIIATA MOXKE Ja e HapyweHa. Tlauuenturte TpsadBa aa ce npocneassaT B ciyuail Ha
TIPONBIIKATENHA yoTpeba.

KoHTtakTHY nenn
KoHRTaxTHHTE sTeuy morar da abcopBupar GeH3aIKOHHEBHS XTOPH U TPAGRA A ¢e CBANST peny
mpunarafe Ha KcanataH, Ho MoraT Aa ce TIOCTaBaT 0THOBO cien 15 munyTH (B3, Touka 4.2




Heouampuuna nonynayus

Hannure 3a eduxacHocT 4 6€30MaCHOCT NPH BEIPACTORATA rpyna <1 roguHa (4 NaLMEHTH) ¢a MHOTO
OrpaHHYeHH (B, TOUKa 5.1). JInficBaT ZaHHM npu HeAOHOCEHH zela (podeHH npeay 36 recTaunoHHa
ceMHLIa).

Tlpu geua ot 0 10 <3 rogMHM, KOWTO CTPAZAT OCHOBHO OT IMEPBMYHA BPONeHa raaykoMa (primary
congenital glaucoma, PCG), xupypriyHoto nedenue (Hanp. TpabexyoToMMs/roHHOTOMUA ) OCTaBa
MEUEHUE OT MbPBA NHHHA.

HAwnrocpouHara GezonacHOCT NPH Aella BCe OIUE HE € YCTAHOBEHA.
4.5 BiauMoaeitcTBHE ¢ IPYrA JeKapcTBeHH MPOIYKTH M Ipyry (hopMR Ha B3anMoaelicTBHE
JIMCBAT CHTYPHY JaHAK 32 B3aHMOICHCTBHA C PYTH JIEKapcTsa.

Hma cvobuienns 3a napaaokcaiHo nosHineHne Ha BOH BeiecTsue eHOBpeMERHATA
ofranMoznioriuna ynotpeba Ha [Ba MpoCTarTaHANHOBK aHanora, [lopaay Tosa He ce npenopbysa
ynotpeGaTa Ha Ba WM NOBEYe NPOCTATNAHANHA, TPOCTArNAHNMHOBR aHAIO3M U POCTArNAHIHHORH
TIPON3BOJHH.

Heduampuuna nonynayun
Tpoyusanns 3a p3auMoaeACTBAATA ca MPOBEXAAHH CAMO PH BE3PACTHH.

4.6 MeprTunuTeT, GpeMEHHOCT U KhpMeHe

EpemeHROCT
be301acHOCTTa HA TO3M JICKAPCTBEH NIPOLYKT NPH YoTpeGa Mo BpeMe Ha 6PEeMEHHOCT He €

YcTanoBeHa npu xopa. Tol UMa NOTeHUMATIHH PUCKOBH (apMakonoTHHRY e§ekTH Mo OTHOWEHNE Ha
Mepro/ia Ha GPEMEHHOCTTA, Ha HEPOIEHOTO WIM HOBOPOAEHOTO AeTe. [lopaau Tosa Kcanarad He
TpaGea 1a 6%4¢ HNMOM3BAH 10 Bpeme Ha GpeMEHHOCT.

Kspmene
Harasonpoct ¥ HeroBUTe MeTabOIMTH MOTAT 14 NMPEMMHAT B MAHYHHOTO MIAKO H CIIENOBATENHO

Kcanaran He TpabBa na Gbae H3MON3IBaH NPy KbPMEIUH KEHH WM KbPMEHETO TpAGEa da 1
CTIPAHO.

Qeprunvrer
He € ycranoBen edieKT Ha NaTaHOTIPOCT BBPXY MEXKKHA WY KEHCKHA GEPTUIMTET [IPH [IPOyHBAHUS
BBPXY HHUBOTHU (BK. Touka 5.3)

4.7 EdexTtH BupXy cnocofHoCTTa 32 iodHpane n paboTa ¢ MAIDHHA

Kcanaran nosnuaea B Manka crened cnocoGHOCTTA 3a mopupate 1 pabota ¢ MawmuHy. TTogodwo Ha
ApPYTH OMHH NIPENapaTy, NIpUROKEHHETO Ha OUHH KalKi MOXE [a TPEIN3BUKA BPEMEHHO 3aMbITIsBaHe
Ha 3pennero. Jloxato ToBa HE OTMHHE, TTALMEHTHTE He TPAGBA 1 WohHPAT Ui paboTAT ¢ MaluHEY,

4.8 HexXeanu JeKapCTBEHH pEAKLIRU

a. PestoMe Ha npoduina Ha 6e300acHOCT

[ToBeyeTo HeXeNnanH PeakiMu Ca CLPIAHN ChC 3PATENTHATE CHCTeMa, B OTKpITO S-rogyiy

OpexoaHH 1 Bh3HUKBAT MpH NPRIOKEHHE HA A03aTa.




. TabIHueH ¢IHCHK HA HEXETANNTE NeKapCeTheH,

Ak

Hexenanure peaktiu ¢a KaTeropuIHPanHH 10 YeCTOTa, KaKTO clexsa: Muoro decty (=1/10), uectn
(=1/100 no <1/10), newecty (>1/1 000 no <1/100), peaxu (>1/10 000 g0 <1/1 000), MuOrO peaku
(<1/10 000), c HewssecTHA YecTOTA {OT HANMYHUTE AaHHH He MOXe Ja ObIe HaNMpaBeHa OLEHKA).

Cucremo- Muoro Hecth Yeenn Heuecetn Peakm Mmoro peaxu
oprafen knac | =1/10 =1/100 3o <1/10 | 21/1 000 o >1/10 000 no <1/10 000
<1/100 <1/1 000
Mudekunn u XeprieTuHex
wHecTAIMM keparnr*i
Hapyurexus Ha I'nasobomme*;
HepeHaTa 3amagHOCT*
cHcTeMa
Hapymerus Ha | Veenuuena Touxosunen EneM Ha Hput*; eemna | Tipomenn
OUHTE NMUTMEHTALMA HA | KepaTuT, Haii- KIETaqnTe; KOpHeATa*; OKOTO
MpHca; jieka 1o yecTo Ges CYyXOTa B OYHTE; | €po3uA Ha opbuTtrte U
yMepeHa CHMITTOMATHKA,; KepaTuT*; KOpHeAT; KIETavnTe,
KOHIOHKTHBaNHa | Ghedapsr; borka | 3aMBrIIEHO nepuopSHTATEH BOAEIA 10
XWUTIEPEMUN; OUHO | B OKOTO, 3peHHE; eneM; Tpixuasa*; | sagwnGouaBane
pazHeHe orodabiis; MakyJicH exeM, | JHCTHXHAla; Ha Knenadsata
(mapeHe, yceiuaHe | KOHIOHKTHBHT™ BKAHYHTENHO KHMCTa Ha upucar; | rbHKa
3a ,,IeCHUMHKH", KWCTO3EH Jiokanusupasa
cupbex, fogex i MaKyJieH efeM”; | KOXHa peakumns
ycelnaHe 3a yBeut™ Ha KIETaunTe;
QYRIO TAIO); TMOTEMHSBAHE HA
NpOMEHH B KOXaTa Ha
MUIJIHTE Y KIenavyure,;
OKONOOYHMS MBX TCEBNo0-

{yBenuuaraHe Ha
IbIDKHHATA,
rbCTOTATa,
NHFMEHTALMATA H
6pos Ha MUTIINTE)

neM¢urong Ha
O4HaT2
KOHIOHKTHBa* !

Copnegnn CreHokapans; Hecrabunsa
HapyLIEBHd rannuraumuu* CTEHOKApRUA
Pecrmmparopum, AcTMma*; Brouranare Aa

TP®AHY U AnCTHEen* acTMa

MEAHACTHHATHH

HapyLueHus

CromaiHo- Fageue*;

UpeRHU noBpelIane*

Hapy LIeHUs

Hapyutenuns Ha O6pur Copbex

KOXaTa M

NOIKOXAATA

THKAH

Hapyuwenus na Muanrus*;

MYCKYTHO- aprpanrun*

CKeneTHaTa

cHcTeMa |

CheAHHUTENHAT

4 ThKaH




Cucremo- Mpuoro wecTn Yectn Hevectn Peakn Muoro peaicu

opraHes kiaac | =1/10 >1/100 o <1/160 | 21/1 000 5o >1/10 000 a0 <1/10 000
<1/100 <1/1 000

O6wH Bonxa B

HapylleHus n repaure*

edexTH Ha

MACTOTO Ha

TPHTOXKEHNE

*HJIP, unen THMILKPaHa NPK IOCTMAPKETHHTOBATA YnoTpeha
% Yectorara Ha HIIP ¢ onpeneneya ¢ TIpocto tpolino npaskno™

Muoro paako ca cbobluaBaHm ciydau Ha kanuu¢uKalKa Ha POTOBMLATA NPH HAKOHM NMALMENTH CbC
3HAYUTEIIHO YBPEACHH POTOBHLM BLE BPbiKa C ynoTpebara Ha Karmku 3a 04H, ChAbpKamm docaT.

B. Onucanve Ha H3ﬁpaHH HEXKECTTAHH peaXiH

Hsma npegoctaseHa HHGopMaLHa

r. [equaTpyyHa nomymaous

Tpu Ase KpaTKOCPOUHM KIMHAYHK H3MHTBAHMA (<12 ceamuun), sxmoysainu 93 (25 i 68)
TEIMATPHYHI NAlKREHTH, npodHnsT Ha GesonacHocT € nono6GeH Ha TO3U MPY BHIPACTHY U He ¢a
HACHTHPHUKPAHK HOBH HEXETaHH ChGHTHA. KpaTkocpouRuTe naHHH 3a 6e300acHoCT Mpu
PAITMUHHTE TICIUATPHYHY TIOArPYTIH CLILO Ca CXOAHH (BXk. Touka 3.1}, Hexenanu cuburua,
Ha6/0IaBaHy I0-4ecTo B MEAHAaTPHYHATa MOMynallig, B CPaBHEHHE ¢ BL3PACTHH Ca: HA30hAPHHTHT K
[THpPEKCHA.

CrofuaBarie Ha IOA03MPAHY HEKETAHU PEAKITHU

CrofmaBaneTo Ha MOAO3MPAHH HEXENAHH PeaKUVH clie]l pa3pellaBaHe 3a yrioTpeba Ha NeKapCTBEHNS
TPOAYKT € BaxHO. ToBa NO3BONABA Ja NPOXbIAH HabMoAeHRETO HA ChOTHOWEHHETO TON3a/PUCK 33
NeKkapcTBeRUA IpoAyKT. OT MeAMUUHCKUTE CNIELNATHCTH CE H3MCKBA Ja ChOOIIABAT BCAKA
TIOZI03MPAHA HEXENAHA Peakuus upe3 M3neauuTenHa areHIua no nekapcreara, yin. ,JdaMaH I'pyes”
Na 8, 1303 Cotusa, ten. +359 2 8903 417, yeSeaiit: www.bda.bg.

4.9 Tlpedosnpane

CuMnTOMH
OceeH OYHO fpa3HeHe H KOHIOHKTHBHA XUNepeMuUs HE Ca W3BECTHH HUKAKBH APYTH OMHH HEXETAHH
peaKkuyn Npw NpeRo3upaHe Ha KcanaTaH.

Jleuenue

Cnennara undopMaLua MOXe 12 € OT 110n34, ako Kcanaras Gnae morsnnat cry4aiino: Eana Syrunxa
ChIbpxka 125 mukporpama nataHonpoct. [losete o 90% ce MeTafionanpa npy EPBO TPEMHUHABAHE
pes zeprug Apod. MutpasenosHa uHpyna Ha 3 MUkporpaMa’kg NpW 31pasu H0GPOBOILK HE €
MPCAM3BHKATA CHMITTOMM, HO 1033 0T 5,5-10 MuxporpaMa/kg e npeau3snkana raaeHe, KOpeMHa
Boska, BiscHe Ha CBAT, OTIAAHANOCT, TOTLIY BRIHY 1 noTeHe. TIpu MaliMyHU taTanonpoct e 6un
MpUNaraH Xato HHTpaseHo3Ha MHQY3uA B 2031 1o 500 Mukporpama’kg 6e3 ceprosiu ediekTu BHPXY
CBPAEYHO-CBAOBATA CHCTEMA.

HHTpaBeHO3HOTO MPHIIOKEHNE HA TATAHONIPOCT TIPH MaifMYHH € GWII0 CBBP3aHO C BpEMEH,
OpOHXOKOHCTPUKIMA. BbIpekn TOBa NPy NALMSHTH ¢ YMePEeHo Texka dopMa Ha Gpon
NATAHONPOCT HE € NpeAX3BHKaT OPOHXOKOHCTPUKLKEA (PH JIOKANHO TPHIOKECHHUE Bh
cefleM WBTH MO-rONAMa OT TepanesTHIHaTa Jo3a Kcanaran,




Tlpy npenossipane Ha Kcanartan nedennero Tpabra a GuIe CHMITTOMATHYHO.

5. ®APMAKOJOTUYHH CROMCTBA
5.1 dapmakoraHaAMHYIHH CBOHCTBA

QapMmakorepanesTHuHa rpyna: OQTanMoNOrHyHy CPSACTRA; aRTHITIAYKOMHE HPENAPaT H MMOTHIIH,
npocTarnasIuioBH aHago3n, ATC rkoa SO1EEQ]

MexaHuisM Ha geficTBYe
AKTHBHOTO BELLECTBO JIaTAHONPOCT, AHANOL Ha NMpoctarnanant Fa,, e cenektinen npocrasoun-FP-
peuenTopeH aroHKCT, kolito nonmxasa BOH ypes sacunBane OTTHYAHETO HA BBTPEOYHA TEUHOCT.

PapMakoIHaMIIHH eerTH

TMonmxenuero Ha BOH npu Xopa 3amoysa Tpu A0 4eTHPH aca CNel OPUTOKEHHETO, @ MAKCHMATHKAT
eeKT ce 0CTHIa Cllell 0CeM 10 NBaHaReceT vaca. [IOHMIKEHHETO HA HAATAHETO CE 3arla3Ba oHe
24 4aca.

Knumdasa B!i!HKaCHOCT # §e300acHOCT

FpoyuBasns npH XUBOTHH M XOpa NOKa3BaT, Y& OCHOBHEMAT MEXAHMIEM Ha AeCTBUE € MOBHILEHUE HA
YBEOCKJICpaIHMS OTTOK, BLIIPEKH He MPKU Xopa ce choblaka | 33 JIeKO HAPACTBAHE HA KanarpTeTa Ha
OTTOXA (HaMalNieHO CHIPOTHBIEHHE HA OTTOKA).

OcHoBHHTE 1IPOYUBAHHA Ca AEMOHCTPHPATH, Ye¢ MoHoTepanuaTa ¢ Kcanatau & edexTuBHa.
T1poBenens ca JOMBIHATETHI KIIHHKIHN IPOYYRAHUS 33 A3CHeABaHe Ha KOMOMHUPAKOTO JIeYeHte.
Te sKMouBaT NpOYYBAKKSA, KOMTO TIOKA3BAT, ¢ IATAHONPOCT € ¢(eKTHBEH B KOMOMHALMA ¢
Gera-apeHePru4HN aHTaroHcTH (ThMonon). Kpatkocpouud mpoyysanus (1 wiu 2 ceaAMRL)
1TOKA3BaT, 4€ eIeKT'bT HA NATAHONPOCT B KOMOHHALIMA ¢ 8APCHEPTHYHH arOHHCTH (IHIHBAINA
eimHedpHy), Nepopatin MHXHOUTOPH Ha kapboaHxyaparaTa (aleTasonaMiu]) € AAUTHBEH U TIOHE
OTYACTH AAHTHBEH B KOMOHHAUMA € XONMHEPrHIHH aHTATOHHCTH (TTMITOKAPITHH).

KauHHYHY TpOyyBaHHS €& NMOKA3ANH, Y€ TATAHOIPOCT HAMA 3HAYUM eeKT BhpXy NpoayKUKATa Ha
BBTPEOUHA TEYHOCT. JIATAHONIPOCT M3rNEkNa HAMa e(EKT BBPXY KPbBHO-NPeAHOKAMEPHATA
BBTpeodHa Dapuepa.

[MpunoeH B TEpalleBTHYHH JO3H ¥ CHOPEA NPOYUBAHNA NPU MAKMYHH NaTaHOMPOCT HIAMA MM UMA
He3HauuTeNneH eeKT BbPXY BbTPEOYHOTO KPbBOOGpalicHUe. BHNPEKY TORA NP IOKATHO JTeYeHHe
MOXE Ja HACTBIIM NEKa [0 YMEpeHa KOHIOMKTUBAIIHA UIIH eITHCKICPHA XiNepeMus.

XPOHHYHOTO JSUEHHE ¢ JIATAHOIPOCT HA OYRTE [pH MaHMYHH Cleft eKCTPAKancyIapHa eKcTpakuus
Ha TEUIHTE HE 3acAra KPbBOHOCHHTE CHIOBE HA peTyHaTa, OIpene/IeHo ¢ MOMOoIlTa Ha
¢tyopecunnosa anruorpagus.

TTpH KpaTROCPOUHO NIEYEHHUE JTATAHOPOCT HE € NPHAVHWI WANTHB Ha QIYOpECIIMH B 3aIHHA OYeH
CErMEHT ITPH Xapa ¢ Mcebnodakus,

YCTaHOBEHO €, Y€ B TEPaNeBTHYHU 103K JIATAHONPOCT HAMA CHIHHGBHKAHTHH (apMakoIoruyHu
eheKTH BbpXy ChPAEHHO-CBIOBATA HIH IUXATENHA CHCTEMA.

[Tegnarpia NOMyNALHAA

Edwuxacroctra #a naTaHorpocT npu MeaHATPHIHH MaUREHTH < 18 roauHy e ycTaHoBEHA

12-ceaMuuno ABORHO-CIANG KAHHUIHO NPOYYBAHE HA NATAHONPOCT, CPABHEH C TUMOI

107 naumesTH, AMACHOCTULNPAHH ¢ NOBUILEHO BLTPEOYHO HANATAHE | TIIAYKOMa Mp

WanckpaneTo 3a HoBOpoaeHN ¢ 6110 13 ca PoReHH MoHe ¢ied 36 TeCTAHOHHA CemM

TIAUNEHTHTE € NIPUNaral UK matasonpocet 50 Mukporpama/ml BefHBX THEBHO, HITH
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{vmi mo m3bop 0,25% npu naumenTn nox 3 roqudH) 184 TbTA JHeBHO. [Inpeitinata kpalina Touka 3a
eHKACHOCT € cpeaHoTo noHmkeHie Ha BOH cripasto navannara croftsoct npes Cenmuua 12 or
npoy4ganero. CpenHoro noHmxeRne Ha BOH npy rpyngte, moay4asaiy I4TaHOOpOCT Y THMONON, €
cxog#o. TIpy BCHIKM BB3pPacTOBH IPyH, BKMIOHEHH B NpoyuBaHeTo (0 o <3 roaunwy, 3 fo

<12 roawen 1 Mexay 12 1 18 romusn), cpentoro normwkerne Ha BOH npes Ceamuna 12 na rpynara,
NeKyBaHa ¢ JIATAHOTIPOCT, € CXO/HA ¢ TAIM TPH rpyaTa, NeKyBaHa ¢ THMOJION.

Buhpexy ToBa, JaHHUTe 32 edyMKacHOCT NpH BL3pacToBara rpymna oT O 1o <3 roguni ce Gasupar camo
Ha |3 naumenTy, JIEKyBaHH C NaTaHOOpoCT, a py 4-MaTa TMalHeHTy, NPencTasnily rpynara ot ¢ 1o
<1 ropuHa, He ce HabMoIARa 3HAYMMA e(PHKACHOCT N0 BPeMe HA KAHHWYHOTO ASARATPHIHO
npoyusane. JIATICRAT JAHHKN NPH HEIOHOCEHH Aeua (POXeHU npean 36 recTaloHHa CeaMALa).

MouwxenHeTo B croifHocTiTe Ha BOH nipu naunentute B noarpynara ¢ PCG e cxonHo npu
NOATpyNAara, neKysaHa ¢ NaTRHONPOCT ¥ Ta3|, JEKYBaHA C TUMONOL. PesynTaTHTe HAa NOATPYIaTa ¢
He-PCG (Hanp. roBers1tIHA OTKPHTOLIBIIHA raykoMa, adakudHa FIayKoMa) ca CXOAHW C Te3H Ha
MOATPYIIATA € TLPBUYHA BPOAEHA [TlaykoMa.

EdextsT 8pxy BOH ce HaOnonasa ciefl ThpBaTa ce/IMHLA OT JNEYSHUETO (BX. TAOMMUATA) M ce
nojubp#a npes | 2-ceJIMUUHNA Meproil HA NPOYYBAHETO, CHUI0 KAKTO MPH BB3PACTHH.

Tatmmia: norwxkenne ka BOH (mmHg) na 12-Ta ceamuia mo rpyma, RoJgy4asama akTHEHRO JeaeHHe
# NLPBOHAYAJHA IHATHO3A

Jararonpocr Tamonon
N=53 N=54
Cpeana naxagra ctoiinoct (CT) 27,3(0,75) 27.8(0,34)
TlpoMsua npes ceamuua 12 ot -7,18 (0,81) -5,72(0,81)
cpenHara wixoaua croitoct! (CI)
_pP-CTOHHOCT CIIPAMO THMONOT 0,2056
PCG He-PCG PCG He-PCG
N=28 N=25§ N=26 _ N=28
Cpenna naxoasa crofinocr (CI7) 26,5 (0,72) 28,2 (1,3N 26,3 (0,95} 29,1 (1,33)
TlpoMana mpe3 ceaMuua [2 ot -5,90 (0.98) -8,66 (1,25} -5,34(1,02) 6,02 (1,18)
cpeaHata waxonHa croitroct! (CT)
p-CTOHHOCT CIPAMO THMOMON 0,6957 0,1317

CTI': cratigapTHa rpeilka.
'M3uucienun, kopuripaii Be3 0CHOBA HAa XOBapualKoHen ananus (ANCOVA)

52 (MapmMaKkoKMHeTHYHH CBOiicTBA

Abcopbums
HMaranonpoct (MonekynHo Terno 432,58) e Uz0NpONANECTEPEH NIEKAPCTREH ITPEKYPCOp, KOHTO He e

AKTHRER caM M0 cebe CH, HO cTana GHOMOTHYHO akTHBEH CITel XKIPOTH3a [0 KHCemuara Ha
NaTaHOTPOCT,

JlexapcTBeHRAT MpeKypcop ce aGecopbupa aobpe Npe3 KOPHEATa 1 LANOTC KOMHYECTRO JIEKapeTBo,
KOETO HABNN32 BLE BETPEOYHATA TEUHOCT, C& XUAPOTUIMPA NIPH TTPEMHRHABAHE NpPe3 KOPHeATa.

PasnpeaeneHue
[TpoyuBaHus NpH XOpa COYAT, Ye Cnel TOKAIHO IPHACKEHHE MAKCUMATHH KOHUEHTPaLnuy BbB

BBETPCOYHATA TEHHOCT €€ JOCTUMAT Clel HpHﬁJ’[HSﬂTCHHO nsa yaca. Creq noxanso MPUNOWKEHUE TTPH
MaﬁM)’HH JATAHOMNPOCT C€ PasNpencnd rNaBHo B [IpEiHATA OYHA KaMepd, KOHIOHKTHBATA H KiiellayHTe.
CaM0 MUHWUMAITHR KOJIMYECTRA OT JICKApPCTBOTO JOCTHIAT X0 3aAHHA OYCH CEIMEHT.

BuoTpanchopMauus 1 eTIMUHHpANE
Kucenunara Ha naTaHONPOCT Ha MPaKTHKa He ce MeTabonmi3upa B okoTo. OCHOBHMA
npoTiua B yepaua 1pob. [TnasMenoTo BpeMe Ha nomyenMMUHApaHe py xopa € 17
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Ocuoernte Metabonntn, 1,2-murop- u {,2,3,4-Terpanop MetafonuTaTe, HAMAT WIH UMt cnaba
OronoryuHa akKTHBHOCT NPH NPOYUBAHKA ¢ MBOTHU M C& ENHMHHUPAT [TABHO C ypHHATA.

THedouampuuna nonynayus

OTkprTo PapMakOKMHETHIHO TIPOYUBAHE HA TIa3MEHNTE KOHUEHTPALWK Ha KUCETHHATA Ha
TIATAHONPOCT € POBEXENO Pk 22 BB3PacTHH W 25 nenuatrpHaHy NaureRTH (0T HOBOPOAEHH O
<18 ronuHu) ¢ OuHa XUNepTensis U riaykoMa. I1pn BcHYKH RE3PACTOBY rpyIv € Ipiiarasd
naranonpoct 50 Mukporpama/mi, no exHa kanka JHEBHO BLB BCAKO OKO, B IPOILAKEHUE HA
MHUHUMYM 2 ceaMui. CHCTEMHATA eKCIIO3ULHS HA KUCEIHHATA HA IATAaHONPOCT € IPHGIN3HTENHO
2 ITBTH TIO-BHCOKA [P Bh3IPacToBaTa rpymna Mexay 3 ¥ <12 ronuHn ¥ 6 IsTH N0-BHCOKA NPH Aena
<3 TOBHHU B CPABHEHHE C BB3PACTHIU, HO Ce MOAIBPXKAT IIHPOKKH TPaHULHK Ha GelonacHocT No
OTHOLIEHWE HA CHCTEMHU HeeNaHW peakinu (8. Touka 4.9). Menanara Ha BPEMETO 3a JOCTUIAHE
Ha JINKOBA NJ1a3MEeHA KOHUSHTPALIMA € 5 MUHYTH Cnefl RPUII0KEHUE IPY BCYKH Bb3pacToOBU IPyIIU.
Menpanara Ha 1ITa3MeHHA eTMMMHABHOHEH TONYKHBOT € KpaTka (<20 MHHYTH) ¥ € CXOIHA TIPH
NeauaTpHYIHY TIALMENTY 1 BB3PAacTHH, U He ce HabIT0Aasa KyMyIupaHe Ha KMCeNHHATA Ha
JIATZHONPOCT B CUCTEMHOTO KpBBOOOpaLleHKe py CTALIHOHAPHO CHCTOAHRE.

5.3 [IHpegxaHHHYAH J2HHH 32 He30NACHOCT

Kakro o4Harta, Taka # CHCTEMHATA TOKCHYHOCT Ha TaTaHOTIPOCT ca NPOYHEHHU TIPK paznuyHn
AMBOTHHCKM BHAOBE. KaTo UAM0, TaTaHONPOECT C& NoHacsA nofpe M MMa rpaHHua Ha 6e30MacrocT ¢
daxrop MHEUMYM | 000 MexIy TepaneBTHYHATA NOKATHA 1033 M CHCTEMHATA TOKCHYHOCT.
HHTpaBeHOIHOTO NPHIOKEHHE HA TOIeMH K030 AaTaHonpocT, oxono 100 NBTH TepaneBTHYHATA
noza/kg TenecHo TerNo, PY HEAHECTE3HPaHH MaltMyHH € JOBENOo A0 yckopABaHe Ha IWXATEHATA
4ecTOTa, BEPOATHO ABIKAIIO C¢ HA KPaTKOTpaiiHaTa GporxcroHcTpukiung. ITpy npoyysaHus ¢
AHROTHY NATAROIIPOCT HE € NIOKA3AT HARMYHE HA CEHCHOMTR3NpalH CBoHCTRA.

He ca Gun wabnrogaBand TokcyHH edekTd © AHeBHH 1034 Ac 100 mukporpama/oko opw 3aliim Min
MaliMyHH (TepanesTHYHATA 1032 e oxono 1,5 Mukporpama/oko aHesHo). [lpi maitmynn, obaye,
AATAHOMIPOCT € TPeAM3BHKA YRE/IWYEHd NMUIMEHTAINS HA HpKCa.

MexaHn3MbT Ha yBENMYABAHE HA MUTMEHTALMATA H3TTIEKAA € CTUMYIIHpaHe Ha IPOH3IBOSCTROTO Ha
MeNnaHWH B MENAHOLMTHTE Ha UpKca Oe3 aa ca Habmozjapanyn nponugeparueHu mpomenu. [IpoManara
B 1IBETA HA HpHCca MOXe Aa Obae Tpatina.

[TpoyuEanus 3a XpoHUYHA 0YHA TOKCUYHOCT YCTAHOBABAT, Ye NPUICKEHHETO Ha NTATAHOMPOCT B
IHEBHA 1033 OT 6 MEKpPOTrPaMa/0KO € MpeIHIBHKAID YRENHYABAHE Ha 09HIA 0TBOp. To3n eekr e
ofpaTiM ¥ HACTBIIBA NPH T03¥, HAABUINABALIN KIWHWYHOTO HUBO Ha Ao3upaHe. Tozn edekt ne e Gun
naGmonaeaq npu xopa.

JlaranonpocT e noKa3an OTPULATENHY Pe3yNTaTH NPH TECTOBETE 3a 00paTHA MyTalMA TIpH OaKkTepHu,
TECTA 32 FeHHA MYTaUMd NP1 MUIDK TUM$OM W MHGIMA MUKPOHYKIIEapeH TecT. [n vitro ca
HaGmogapaHy XpoMo3oMuy abepanuu npu Hoeew ki tuMboumtd. [logobHu edexkry ce otGennsaar
Iph NpoCTarnadakR Fag, CTECTBEHO ChUIECTBYRAI NPOCTArAAHAKH, KOSTO COUH, 4¢ To2d edexT e
APUCHIN Ha KNaca.

JOTBIHKTETHHTE NpOYIBAHHA 32 MYTareHHOCT ¢ HeTUaHMpana cudreda ra JIHK in vitro/in vivo npu
TUTBXO0BE ¢a GHIAR OTPRUATCIIHH H CONAT, e IaTaHoNPOCT HAMa My TareHHa TOKCH4HOCT.
[poyyBaundTa 38 KAPUHAHOrEHHOCT TIPH MHUIKK H NITLXOBE ca My HEraTUBHN.

B excrniepiMenTH ¢ KUBOTHH TATAHCGIPOCT HE € IOKAaN ¢heKT BBPXY MEBKKaTa WM KeHcka
TTOLOBUTOCT. B eMOPHOTOKCHYHI TpOYIBAHUA MPH IIbXOBE HE ¢ Gita rabaroaagana
eMOPUOTORCHYHOCT PH MHTPABEHOIHHK 1031 {OT 5, 50 1 250 muxporpama’kg anesHo)
IMpu 3aiiun, obave, JHERHH 1031 OT 5 MMKporpama’kg v ToBeyc ¢a 1oBeiH A0 eMOpHo,
edexTH.
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HAxernara n03a ot 5 mukporpama’kg (oxono 100 meTH No-ronAMa oT TepaneBTHYHATA J033) €
TIPHUMHUITA CUTHU(HKaHTHA eMOprodeTalHa TOKCHYHOCT, XapaKkTepH3NPAILa Ce ¢ IOBUINEHA YecToTa
Ha KbCcHaTa pe3opbuna 1 aGopr, KaKTo M NMO-HUCKO QETATHO TErno.

He e ycTaroReH TepaTorened NOTEHIMAN.

6. PAPMAULEBTUYHU JAHHH

6.1 CnuchLK HA MOMOMHHTE BelecTER

Harpwes xj1opua

BeH3aKOHHER XTIOPHL

Hartpues nuxuaporendocdar moroxugpar (E339H)

Hunatpuer dbocdar, 6ezsoaen (E339ii)

Boja 32 vHXKeKUMH

6.2 HecoamecTHMOCTH

TTpoyurauust in vitro ca TOKa3amy, 9e Opy cMecBane Ha Kcaratad ¢ OUHH KanKH, CoAbPKAILH
THOMEpCcan, HacThIBa npeunnuTauns. [Ipy ynotpe6a Ha TAKHBA TeKapeTBa OXHUTE KallkK TpAGHEa a
6biaT NpUIaraHd Npe3 MATEPBAN 0T MUHMMYM NET MEHYTH.

6.3 Cpox na roaHoct

pexau mepso oTeapaue: 2 romuy

Cren mupeo oTBapsAHe HA OYTUNKATA: 4 CeOMUUN

6.4 CroenwanHu ycoRMS HA ChXpaHeHHE

Jla He ce cuxpansapa Haa 25°C

Cren nepeo oTBApAHE: Ia Ce K3NONT38A B paMKUTE Ha 4 cenMu (BXK. Touka 6.3).
Coxpaussalite OyTHIkaTa B KapTOHSHATA ONZKOBKA, 32 Ja Ce NpeaTnasy OT CBETIHHA.

6.5 Buan cLALPKAHHE HA ONAKOBKATA

Tlonvernnenos gnakos ¢ kankomep (5 ml} cbe 3aBMATBANIA CE KANIAYKa ¥ 3aIUTHA BHHIINA
MoAWETHIICHORA Kanavka.

Beex dutakon ¢ kankoMep chIbPka 2,5 ml pa3Trop 3a 04HE Kalkh, ChOTBETCTRALIN HA 0KONO
80 kanku pazTeop.

6.6 Chreumajun npeinasHH MEPKH NP HIXBRPJRHe i paboTa

Hensnon3sauuaT nexkapcTREH NPOMYKT HIIH OTAAIbYHUTE MaTepHany OT Hero TpAGEa 1 Ce HIXBBPIAT
B CHOTBETCTBHE € MECTHUTE W3MCKBAHNA,

7. INPUTEXXATEJ HA PAZPEIUEHHUETO 3A YTIOTPEGA

Upjohn EESV
Rivium Westlaan 142
2909 LD Capelle aan den [Jssel
Hunepnanans
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8. HOMEP(A) HA PASPEHIEHMETO 3A YIIOTPEBA

9900241

9. JATA HA IbPBO PA3ZPEHIABAHE 3A YIIOTPEBA/MMOAHOBABAHE HA
PAIPEIHIEHHETO 3A YITOTPEBA

Jarta Ha nepBO paspemasane: 06 asrycr 1999 r.

Jata Ha nocreAro noaHosasaue: 04 asrycr 2010 1.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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