KPATKA XAPAKTEPHCTHKA HA IPOJAYKTA

1. HME HA JEKAPCTBEHHA NNPORAYKT
Kcuposan 5 mg/ml nepopanan kanxu, pa3TBop
Ksivozan 5 mg/ml oral drops, solution

2. KAYECTBEH H KOJHYECTBEH CHhCTAB

] ml nepopanay karxu, pasteop (pasen na 20 KallkH) ChAbp#ka 5 mg NeBOUETHPHIHHOB AMXHAPOXIIOPHN
(levocetirizine dihydrochloride).

IloMOIHY BeIecTRA ¢ M3BECTHO nelcTeue:
METHN MapaxnapoxcabeHsoar 0,3375 mg/ml

NPOITHN NapaXxHAPOKCHOEH30aT 0,0375 mg/ml

3a MBJIHHA CIHMCHK HA IOMOLHHTE BCIECTBA BIKTE TO4Ka 6.1,

3. JEKAPCTBEHA ®OPMA

Ilepopamin xanks, pasteop
Buctip, 6e3nseren pastaop.

4. KIMHUYHH JAHHH

4.1 TepaneBTHIHH NOKA3ANAN

Kcnposan 5 mg/ml nepopanuu kamxu, PasTBOp ¢ MOKa3aH 3a CHMIITOMATHYHO JICYCHHE HA ANCPrHdeH
PHHHT (BKIFOYHTETHO NCPCHCTHpAI aneprdeH pHHHT) M YPTHKapHd IpPH BBL3PACTHM W Ieua Hajg 2
TOAHHH.

4.2 lo3MpOBKa H HAYHE HA NPHAOKEHHe

03 BKA.

Br3apactam: /lneBHaTa npenopbuntenna noza e 5 mg (20 xanxn).

[IpoaEDKATEIHOCT Ha JNEYEHHETO:

MHTEpMUTEHTHHS aneprudeH pHHHT (CHMITTOMH, H3NHTBAHA B NMPOTWDKEHHE HA MO-MAIKO OT YETHPH
JIHA B CEAMHNATA HITH 32 T0-MAJIKO OT 9€THPH CEIMALM B TOAWHATA) TPA6Ba M2 CE NeKyBa B 3aBHCHMOCT
OT 3a0DONABAHETO M HEroBaTa aHAMHE3a: JIEYEHHETO MOXKE Ja ce cHpe BegHara ciej H34e3BaHe Ha
CHMOTOMHTE M MOXE Aa €€ NOAHOBH, KOTAaTO CHMITOMHMTE Ce MOSBST OTHOBO. Ilpu nepcucTHpain
anepru<eH pHHAT (CHMITTOMH HM3ITHTBAHM B NPOABDKCHHC HA MOBEYE OT YETHPH AHH B CEIMMIIATA WIH
TIOBCHC OT MCTHPH CEIMHLIH B NOAMHATA), MOKE Ja ¢ Ha3HAuH NPOOBLIDKHUTETHO JICYcHHME HA NALMEHTAa
Npes NEPHOZA HA EKCMO3HIMA KBM aNepreHa.
CBIIECTBYBA IKJIHHMYEH ONHT ¢ NPHIOKEHHETO HA JCBOUETHPH3UH 33 TICPHOZL” K¢
NPpOABDKCHHE Ha moHe 6 Meceua. Ilpu namuenTH C XpOHMYHA YPTHKapus WAH YEopmged
PUHMT, CHINECTBYBa KIMHHYEH ONHT C MPHIOKEHHETO HA NETHPHSHH (panematy 3% Hepep




TOHHA.
Cmapuecka ev3pacm

/laHHMTe He mpeANoNaraT HaMaXsBaHe Ha J03aTa TIPH NIALHEHTH B CTapYecka BH3PACT IIPH YCIIOBHE,
4e 6b0petHaTa GyHKIMA ¢ HopMaTHa.

Bvbpeuno yepexcoane

(CLer), m3pasen B ml/min. CLer (ml/min) Moxe Aa ce ONpefeNM OT U3MEPEHHA CEPYMEH KPCaTHHHH
(mg/dl) c nomomra Ha ciempara bopmyna:

[140 — svspacmma (200uwu)] x me2nomo (xg)

Cler = —= (% 0.85 npu wenu)
72 x cepymen xpeamumun (mg/dl)

AJaIrTipaHe Ha 1103aTa IIPH NAUMEHTH ¢ HapyllleHa Obopevna PyHkims:

KpeaTHHHHOB KIHDBHC Jdo3RpoBKa B 1ecTOT2 Ha
I'pyna (mi/min) _DpHAOKeHHe
HopMmaina > 80 5 mg BeAHBXK JHERHO
Jlexa 50-79 S mg BeAHBX OHEBHO
YMepena 3049 5 mg Ha BcexH 2 THU
Texka <30 5 mg Ha Bcekn 3 quM
[TanMenTH B KpaeH cTagy Ha
6n6peuno 3afonapane. <10 IIporuBonokasano
IlaumenTn Ha quannza
Yeproopobro yepexdane:

He ce Hanara npomsma Ha no3ara NpH NaLHCHTH, SAHHCTBCHO ¢ 4epHOApoOHO yBpexkaawe. Ilpu
MAIMCHTH ¢ 1epHONPoOHO H 6B6peuHo yBpexxaaHe ce mpenophdea MPpOMAHA HA A03aTa (Bx. mo-rope

bx6pedno yepexnane).

Ileouampuuna nonynayus
JleoueTvpasnn He TpaGra Aa ce mprnara MPH Aela Ha BB3pacT noj 6 Mecela.

JlopH ¥ na ChINECTBYBAT HAKOM KIMHHYHM AAHHH HPH ACLIA Ha BH3pacT oT 6 Mecena Ao 12 roguny (Bx.
TOo49Ka 4.8, 5.1 u 5.2), Te3u nanuy He ca AOCTATHYHH, 33 A2 NOAKPENAT HPHIOKCHHETO HA JIEBOLECTHPH3HH
MPH KEPMadeTa u Jicita Ha Bb3PACT OX 2 MOMHHM (BX. CBHINO TOYKA 4.4).

Aeua na evipacm om 2 do 6 zo0unu:
/lneBHaTa npenopkuMTENHa N03a € 2,5 mg, pa3/icjieHa Ha ABa IpHeMa ot no 1,25 mg (5 xanku apa
OHhTH JHEBHO).

HAeua na evapacm om 6 do 12 20dunu:
JlHeBHarTa npenopLIMTENHA 033 € 5 mg (20 xankw).

Onowu u deya na svapacm nad 12 zodunu:
AAReBHara npenopruMTenHa Ko3a € 5 mg (20 KaIlKH),




3ABUCHMOCT OT OBbOpedHHA KIHPHHC H TeleCHATA MaCa Ha MAlHeHTa.

Haupn Ha npunoxkenne:
JlesoneTnpusnH ce npHeMa NEPOPAIHO H MOXKE A8 Ce IpHeMa ch¢ iiH 6e3 Xpana.

Kankure Tpa6sa na ce npueMaT mpes yerata ¢ mEKHIA MM paspenenn ¢ Boaa. Ilpu paspexnane Ha
Kankure, TpxbBa Na ce MMa npenpuz, ocobeHo HOPH NIPHIcKEHHe NIPH ACHA, Y4¢ 06eMBT BOAA, KbM KOMUTO
Kankure ¢a gobaseHn, TpaGea na ce aZlanTHpPa B 3aBHCHMOCT OT KOJIMYE€CTBOTO BOAA, KOETO IAIMEHTET
Moxe Nta morsise. Paspenenusr pasteop tpaGea na ce npneMe Beqnara. IIpy imsGpossaneTo Ha Kamkure,
Oynwixata TpaGea 4a ce mrpxH BepTHRamHO (¢ ALHOTO Harope). AKO He ce CTHYAT KaK{ WIH
HEOOXOIMMOTO KONHIECTBO HE € ZOCTHTHATO, HEOOXOMHUMO e OyTHNKaTa Aa Ce M3NPABH H OTHOBO f1a CE
06LpHe ¢ TLHOTO Harope, 1 Aa ce MPOIBIDKH OTOPOSBAHETO HA KANKHTE.

4.3 IIpoTHBONOKA3aENS

CBPBXTyBCTBUTENHOCT KBM aKTHBHOTO BEIECTBO MM HAKOE OT MOMOILIHHTE BellleCTha, H30pOeHH B
TOUKa 6.1, KbM XHAPOKCHINH WIH XBM ITHIIEPa3HHOBY NPON3BOJHH.

[NarpenTn ¢ Texxo GBGpedno yBpekaaHe H KPeATHHHHOB KimpeHe noa 10 ml/min.
4.4 CrienHa BM Npeaynpe:xIeHHs H Npeanasny MEPKH NpH ynorpeba
Mpenoprusa ce nopMMIeHO BHUMAaHNE NP ynorpeba Ha anxoxon (BX. To9Ka 4.5).

[lpenoprusa ce MoBHINEHO BHHMAHHE TIPH TAMEHTH C Opeapasnonaray Gakropd KuM 3aabpXkaHe Ha
YPHHa (Hanp. yBpexnane Ha rpbOHaHAs CTHIG, XHIEPILIA3AA HA IpOCTAaTaTa), Thil KATO IEBOLCTHPHINH
MOXe J1a YBEIHIH PHCKA OT 3aipBXKK2 HA YPHHA.

memwnmmmmcm,waSmymlmm
MOTAT /ia IPEIMSEAKAT aNeprHIHHA PEAaKLIMH (BEPOSTHO OT 330aBeH THIY).

wﬁmmmmmmcmnmcmmwnﬁm
TICBOLICTMPHMH MOXE I NPE/TH3RAKA RIOIIABAHE HA NPHCTHITHTE.

JOPH M Ja CBHIIECTBYBAT HAKOM KIHHMYHH JAHHH NpHA AeNa Ha BB3PacT oT 6 Mecena Ao 12 ropunn (Bx.
To4dkH 4.8, 5.1 1 5.2), Tean HaHHH He ca AOCTATHYHH, 3a N4 NOAKPENAT MPATOXEHHETO Ha ICBOLCTHPHIHH

TIPH KEpMAv€Ta H JIELA HA BB3PAcT NOH 2 roaHHH.
4.5 BianmogelicTBHe ¢ APYrH JeKapcTEenn NPOAYKTH H APYIrH (pOPMH HA B3AHMOIEHCTBHe

He ca mpoBexcnany w3miTBanms 3a B3aHMoAeiicTBAA ¢ NIEBONETHPH3HH (BKITIOMMTEIIHO ¢ HHAYKTOPHTE Ha
CYP3A4); manurraHuMsTa ¢ paleMaTHOTO BEIIECTBO HCTHPH3SHH HE TNOKA3BaT KIMHHYHO 3HAYHMH
HEXCNAHH B3AUMONCHCTBHA (C AHTHIMDHH, A3HTPOMHLWH, HMETHAWH, AMA3€NaM, EPHTPOMHIMH,
TJIHOH3HA, KCTOKOHa30n ¥ mcesaoedenpun). B w3nmuTBane ¢ MHorokparHu 1o3H Teopunua (400 mg
BEIHBXK IHEBHO) ¢ HabmonapaHo c1aGo HaManeHHe Ha KIHPBHCa Ha neTApm3nH (16%), xaTo creneHTa Ha
AHCTIO3HIAA HA TEOPILTHH He c¢ IPOMEHA NIpH EAHOBPEMEHHO IPANIOKEHHE Ha UCTHPH3HH.

B H3muTBaHE ¢ MHOTOKPATHO HIPHNIOXEHAE Ha PHTOHABHD (600 mg NBa TETH JHEBHO) M HeTHPH3MH (10
INg MHEBHO), CTCNEHTa HA €KCNO3HLMA HA IETHPH3MH € OMNA MOBHIIEHA C OKOJIO 40%, nokaro
JUCTIOSHIMATA Ha PHTOHABHpD Jeko ¢ Gnna nommxkeHa (-11%) NpH CHITBTCTBALIO HPANOX

IETHPU3HH.

Crenenra na abGcopbuns Ha NIEBOLICTHPH3MH HE CC HAMANNBA OT XpaHaTa, BBIIPEKH
abcopbLa e noHmKeHa.




EnHospeMennata ynorpeba Ha UCTHPU3HH HIH JICBOLICTHPH3HH C ANKOXOJ WIH APYTH ACTIPecaHTH Ha
[THC Moxe Xa npHIMHEM JONEIHHTENHO OHIDKABAHE HA BHHMAHHCTO H Ja HAPYIIH H3ITRJIHCHHETO Ha
ACHHOCTHTE, BBIIPEKH Y€ M3NMTBAHKATA C palieMaTa HETHPHIMH He CA MOKA3ATH NOBHINABAHE Ha edeKTa
Ha ankoxoxna (0,5 g/l KpEBHH HHBa).

4.6 ®epraanTer, GpeMentocT B KbpMeHe

bpemernnoct
Hanmyaen ca orpanmvenn nanme (manmu, cnGpanu NpOCTIEKTHBHO OT Mo-Mamko or 300 ciaygas Ha

OpeMEHHOCT H paxaaHe), KOMTO He IOKA3BAT Mangopmaimn W (ero/HeoHaTaNHa TOKCHMHOCT OT
AICBOLCTHPHIHH C ACHA MPHIHHHO-CICACTBEHA Bpb3ka. HamirsaunsTa OPH XABOTHH HE I10KA3BAT NPAKO
WIM HENpAKO BPENHO BL3NEHCTBHEC BLPXY OPEMEHHOCTTa, EMOPHOHAIHOTO/ peTranHo pazBHTHE,
PAXTAHCTO HITH NIOCTHATATIHOTO Pa3BHTHE.

IIpeamicBaneTo Ha GpeMeHHH KeHn TpAOBa fa B¢ ¢ NOBHIICHO PHUMAHMKE.

KtspMmene

Bhupexu ue HAMa MaHHH JanW NEBOLCTHPH3HH CE OTAENA B KBPMATa, MOKE N3 CE OMAKBA TAKLE

PE3YIITaT, Thii KaTO IETHPHAHH CE OTAENS B SOBEIIIKOTO MITIKO.
IlpearmiceaneTo Ha KBpPMENIH KeHH TpabBa Aa 6B ¢ MOBHIDEHO BHHMAHHE.

QPeprunurer
HaMa HalWMHM WMHWYHE faHHM 33 QepruidTeTs, HMTO NAHHM OT XHBOTHHM 3a edekTa Ha

TEBOLCTUPITSHH BHPXY (hepTisHTeTa,

4.7 Ejexrn BBpxy cnocobrocTTa 32 mogupane 1 pabora ¢ MamBNY

CpaeHuTeNHATe WIHHHTHH RpOYYRaHHSA MIOKa3BaT, e NEBONCTHPH3IHH, B NpPEHopBYAHaTa No3a, HE
Hapylasa BHHMAHHETO, PeakiiHATA ¥ CNIOCOOHOCTTA 32 mogupaHe. Boopeku ToBa HAKOH MAIMEHTH TpH
YNoTpebara Ha JIEBOUETHPH3WH MOrat Aa NOIYBCTBAT CHHIHBOCT, yMOpa M acreHusa. [lammenture,
BB3HAMCPABALA f[a MOQUPAT, Na WIBLPIIBAT NOTEHUMATHO ONACHM NeHHOCTH MIH aa paborar ¢
MallMHH, TPAOBa Na HMAT NPEABHY BH3NCHCTBHETO Ha NEKApPCTBEHHA NPOAYKT.

4.8 Hemxenan JexapcTBeRH peakimn

Kinnugay ¥3nureanns
Buv3pacmuu u oeya na ev3pacm nag 12 200uny

[Ipy M3NUTBAHNA Ha NEYCHHETO HA MEXKE H HEeHH Ha BB3pactT ot 12 a0 71 romuam, 15,1% oT naumeHTHTE
B IDynata Ha NPHEMAIIHTe JCBOLETHPH3HH 5 mg ca HMaid Hal-MalKo efHa HEXeTaHa JeKapCTBEHA
PEAKUNA, B CPABHEHHE ¢ NNAUEO0 PyNaTa, KbAETO TO3H npoueHT € 6un 11,3%. 91,6% ot Te3H HeXenaHn
peakip ca Omnm nexu Ao ymepenu. ITopagy nossaTa Ha HeXelaHH NEKapCTBCHH PpEakiluM, OT
M3NNTBAHMATA Ca otnanHan 1,0% (9/935) or nmaumenTwre, mpremamm JICBONCTHPH3NH 5 mg, B
cpaBrenHe ¢ 1,8% (14/771) or nanperTHTE Ha Mane6o.

KIIMHEMYHNTEe H3MMTBaHMN C JICBOIICTHPH3HH BKIIOYBAT JICYCHHETO HA 935 malieHTH, NpHEMallln TOBA
JIEKAPCTBO B JHERHA /1033 OT § mg OT Taxa cLOpaHHTE AaHHK, ¢ 9ecToTa OT 1% WM MOBEYe (decTi:
>1/100 o <1/10), ca 6uin FoXnaaBaHK CICHATE HEXENAHN JICKapCTBCHN peaKiH ITpH NPpHIAaraHeTo Ha
5 mg NEBOLETHPHINH WIH IUIANeH0:

NpenopnunTenen Tepmun Inanebo
(WHOART) (m=771)
I'masoSonne 25 (3,2%)




CoMHONEHTHOCT 11 (1,4%) 49 (5,2%)
Cyxora B ycrara 12 (1,6%) 24 (2,6%)
Ymopa 9(1,2%) 23 (2,5%)

Habmonasanu ca u cieaHMTe HeXelaHn NECKapcTBEHN peaxumH (Hegectn >1/1000 mo < 1/100), xaro
acTeHHN H SOMIKH B KOPEMA.

YecroTara Ha CeaTHBHHUTE HeXeENAHHA JICKAPCTBEHH PEAKIUH KATO COMHOJICHTHOCT, YMOD2 U aCTEHHA ca
Ha0MONaBaHN TO~4eCTO ¢ 5 mg NeponeTHpH3uH (8,1%) B cpaBHeHue ¢ mnanebo (3,1%)

lleduampuuna nonynauus

B nBe nnane6o-koHTponupaHn W3MATRANMA NpH NEARATPHYHA TANMEHTH Ha BH3pacT 6-11 Mecena ¥ Ha
BE3PACT OT 1 roamAa fo noA 6 rogunw, 159 naumenTa ca mpHeMany JEBOLIETHPHIMH B 033 CHOTBETHO
1,25 mg nHeBHO B MpoxBmXeHne Ha 2 cenmuuy H 1,25 mg nBa nnTH AHeBHO. CneaHara decTor2 Ha
HEXCIAHN JICKAPCTBEHH PCAKIMH ¢ ¢hoOMIieHa ¢ decToTa 1% WM No-rofsiMa ¢ NCBOLCTHPH3HH WIH

Ianedo.

CHeTeMo-Opraunn xiacose B INaanebo JlesomeTrnpHinn
HpenoprunTeaen TepmMun _(n=83) (n =159)
CToMamso-ypeBun Hapymenns
DNuapms 0 3 (1,9%)
Iopproiane 1 (1,2%) 1(0,6%)
Konctunauus 0 2 (1,3%)
HapymieHns Ha HepBHATA cCHCTEMa
CHHAMEOCT 2 (2,4%) 3 (1,9%)
IcHxH9IyMn Hapymenns
Hapymienne Ha cbH3 0 2 ({1,3%)

HBolHo-cnenn WaNeSO-KOHTPOIHPAHHA H3IHTBAHHA Ca [IPOBEACHH NPH ACNA Ha BB3pacT 6-12 roguim, Xxato
243 neua ca pHEMaNH NEBOLETAPHIKH 5 Mg HEBHO B NPOXB/DKEHHE HA PANIIYHH NEPHOIH, BAPUPALIH OT NO-
Manko ot 1 ceaMmga Ao 13 cemMuipL Cmﬁmmmmemmmemmmmmcﬂmwﬂ

HIH omane®o ¢ gectora 1% HIH Mo-roymmMa,

Ilaanebo JieBomeTHpPH3IHH 5 mg
Ipeanoynuran TepMan (n = 240) (n = 243)
I'naroGonue 5(2,1%) 2 (0,8%)
ChHHBOCT 1 {0,4%) 7 (2,9%)

I‘IocT-MagxeeroB OIIAT
B nonbiEeHNe KBM HeXelaHuTe peakll, cro0ieHH 1o BpeMe Ha KIMHHYHM H3NHTBAHNA H H30pocHHTE

HO-FOpe, CICAHHTE HEXENAHH JICKApCTBEHH PeakiMH ¢a CHOOIEHH MPH MNOCT-MAapKCTHHTOBMS OITHT.

JlaHHMTE ca HEAOCTATHIHH, 3a A2 AOKAKAT OLCHKATA 32 YECTOTA HM B TPETHpPaHATa NOITYRALMA.
- Hapywerua na umywnama cucmema: CBPBXYYBCTBHTETHOCT BKIKYHTENHO aHa(MIaKCHA

- Hapywenun na memabonuama u xpaneremo: yBenudeH aneTuT
- lcuxuvnu napywenus: arpecns, pp36yna, Gescsaue, cyRouaHa HAealHA, KOIMMapH

- Hapywenus na HepeHama cucmema. KOHBYIICHR, NIApacTe3uA, 3aMasHOCT, CHHKOT, TPEMOP, AUCrey3Hs
- Hapywenus na yxomo u aabupunma: epruro

- Hapyvuuenusa na oyume: YBPEKNAHE HA 3PCHUETO, 3AMBITICHO 3PCHHC, OKYIOrHpALIHS
- Copdeynu napysuenus: NanuTaNys, TAXAKAPIAS




- Pecnupamopnu, 2pvonu u meduacmunaniu HapywieHuR: AUCITHEA

- Cmomawro-upesnu napyuwenun: ranene, NOBPLIIAHE

- Xenamobunuapru napywenus: xenaTur

- Hapywenun na 6v6peyume u nuxounume novmuya: TM3ypHA, 3aipeXKKa Ha YpHHA

- Hapywenust na xoocama u nodxojcHama mvian: AHTHOHEBPOTHUEH OTOK, QMKCHpaH NeKapcTBeH
0OpHB, mpypuTyc, 06pHB, YPTHKApHA

- Hapywenua na mycxynno-crenemnama cucmema u cvedunumennama muKan. MUANTHA, apTpanrps

- Obwyu napywenus u ecpexmu na macmomo na npunodcenue; OTOK

- Hacnedeanus: NOBATIABAHE HA TENOTO, OTKIOHEHHA B YepHOAPOOHATE HIcneABAHNS

Onvcanue Ha H3OpaHU HeXeNaHH pPEeaKIInH

Cnen npexparsieade Ha pHEMa Ha NEBOLICTHPH3HH, NMPH MHOI'0 MalTeEK Opoli MALMEHTH ce chobmapa
OpypHTyC.

Cro0maBane Ha HONO3NPAHN HeXCITaHH PEAKITHH

ChrobmasaneTo a NOAO3MPaHH HEXETAHH PeaKIMH Cle paspeimasane 3a ynotpeba Ha IeKapCTBEHHS
MPOAYXT € BaXKHO, ToBa M03BOMABA 2 MPOTLIDKH HabIOEHHETO HA CHLOTHOMICHHETO NON32/PHCK 3a

JICKAPCTBEHNS OPORYKT. OT MERHIMHCKHTE CIIEHHATHCTH C& H3ACKBA [ ChoOIaBaT BCAKE IOIO3HpaHa
HeXeJlaHa peakIus Ipes: -

H3ntsmmrensa arenips no nekapersara

yi. ,,JdamaH I'pyep” Ne 8

1303 Codus

TeNl.; + 359 2 8903417

yeOcaiiT: www.bda.bg

4.9 llpepo3npane
OuMirromss

CHMITTOMITE IPH Npeno3npaHe BKMOYBAT, ChHIMBOCT IpH BB3pacTHU. [Ipu neua € BB3MOXKHO
TbPBOHAYANHO 1a HACTHIMAT BE30Y1a H HECTIOKOHCTBO, MOC/IEBAHN OT ChHIHBOCT.

elicTBuA ITpH 03 e
HsaMa m3BecTeH cnienuduven auTHaoT HA NCBOLETHPH3MH. B ciyvait Ha mpepo3upaHe ce mpenopsyea
CHMITOMATHYHO HITH NOAXbPXkamo neaenne. Heo6xoammo ¢ na ce HalIPaBH CTOMAIHA NMPOMMBKA CKOPO
CJICA NOCITBINZHE HA JIEKapCTBOTO. JleBoueTHPH3HH He Ce enNHMHUHHpa e()EXTHBHO IIPU XEMOAHATH3A.

5. PAPMAKOJIOI'HYHH CBOMCTBA
5.1 ®apmaxoaunamMuunu cBojicTRa

PapMakOTEPANIeBTHIHA IPYN4: AHTHXHCTAMIHH 32 CHCTEMHO APHIOXKeHHE, NHIIEPASHHOBO MPOHEBOAHO,
ATC xon: RO6A E09.

MeXxanun3sM Ha AelicTBHE
Jlesonernpirsin e (R ) eHAHTHOMEpPA HA ICTHPHSHE; TO#H € MOLEH H CeIeKTBEH AHTArOHHCT Ha nepudeprre Hi-

PELEITIOpH.

A7l
HsnursanuaTa OTHOCHO CBBP3BAHETO NOKA3BAT, He JNEBOLICTHPH3IAH MMa BHCOK --.- R KB\
peuenTopu npu 9oeeka (Ki=3,2 nmol/l). JleronerHpusaH uMa 2 IFETH HO-BHCOK ap izt PPRRHEHIIC
¢ To3u Ha uetupmskH (Ki=6,3 nmol/l), JlesoneTnpusnn ce ocnobokmasa ot Hfne
.
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ficprona Ha MOAYXHBOT e 115 *+ 38 min. Cnen emmoxparso NPANOKEHHE, CBBP3BAHETO Ha
JICBOLCTHPH3HH ¢ penenTopHTe € 90% cnex 4 gaca M 57% cien 24 vaca,

PapMakoZMHAMMYHH IPOYIBARHAS TpH 37ipaBH A06POBOIL OKA3BAT, Ye TMOJIOBHH JI03& JIEBOLICTHPH3HH
HMa CPaBHHMA AKTHBHOCT € Ta3H HA LICTHPH3HH, 110 OTHOIEHHE HA Bh3NeHCTBHETO KaKTo BBPXY KOXaTa,
Taxa H BLPXY HOCA.

B wamuTBaHe CpapHABAMIO JEHCTBHETO HA NEBOLETHPH3HH 5 mg, AecopaTaiuH 5 mg u wiane6o BLpXy
XUCTaMHH HHIYLMpaHA Hallyla H CPHTEMA, JIEYEHHETO ¢ JCBOLETHPM3HH MOKA3BA, 4€ TOHM 3HAYHTEIHO
HamandpaHe 0OpasyBaHeTo Ha namyna epuTeMa, KoeTo ¢ D0 Hali-BUCOKO mpe3 mupeHTe 12 gaca u

npoanokasa 24 vaca, (p<0,001) s CpaBHEHHE ¢ manebo u aecmopaTanyH.

Havanoro Ha neiicteuero Ha JICBOLICTHPH3HH 5 Mg 33 KOHTPONHPAHE HA TIPOBOKMPAHHTE OT MOJCH
CHMITOMM ce Habmionapa 1 wac cien npuema Mpd Tw1aned0 KOHTPOTHpAHH M3NMTBAHMA C MOJENA Ha
ICPreHHO HATOBAPBAIA KAMepa.

In vitro M3TMTBaHHATA (kamepa Ha BoiineH u ciolino-KnersyHa TEXHMKA) [OKA3BAT, 1€ NeBOLECTHPHU3HH
HEXHOHPa e0TaKCHH-HHYIHPAHATA CO3HHO(NNHA TPAHCEHAOTENHA MHTPALMS KAKTO B JACPMANHY, TaKa H
B Benonpobun xneTku.

PapMaKoAHHAMIMHNTE EKCIIEPHMERTATHHE M3NHETBANHA in Vivo (KOXHO-KaMEpHA TEXHHKA) NOKA3BAT TPH
OCHOBHH edexTa Ha nHxHOHpane Ha NEBOLIETHPHIHH 5 Mg B ITBPBUTE 6 9aca HA MHIYLMPAHA OT MOJCHH
PeaKlud, cpaBHeHa ¢ mnaueGo npr 14 BL3pacTHM NAIMEHTH: NOTHCKaHe Ha OCEOOOXIABAHETO HA
VCAM-1, MOAYNHPaHE HAa ChIROBHA NEepMEAbIIHTET H HAMANIABaHE AKTMBHPAHETO HA €03HHOPHINTE.

Kinnnpana eburacHocT H 6e30macHocT

Eduxachnocrra u GesonacHocrTa Ha TCBOLICTHPH3NH € BOKA3aHa NPH BB3PacTHH NAIHEHTH B HAKOIKO
ABOHHO-CIIETIH, IUIAEGO-KOHTPOMHPaHH KNHEMTHH H3NHNTBAHUA, MPORBEACHH NPH NALMEHTH, CTPanaly
OT CC30HCH aNCPriveH PHHHT, UENOTOMNINEH ANCPrHICH PHHUT HIH NEPCHCTHPAN aleprUv9eH pHUHHT.
JICBOLICTUPHIMH 3HAMHTENHO MONOGPARA CAMIITOMMTE Ha ancprudHiA pHHHUT, BIUIIOYMTENHO HA3AIHATA
0OCTPYKIEA B HAKOM OT H3MUTBAHMATA.

[llectmMeceyHo KAMHHMYHO M3MHTBaHe npy 551 naiMeHTH (BXMOYBANG 278 NALMEHTH, NEKYBAHH C
JICBOLCTHPH3HH), CTPAfal OT NePCHCTHPALL AIEPTHYCH PHHAT (HATHYME HA CHMOTOMH Npe3 4 IHM B
CeAMMIIATA, B IIOHE 4 NOCICROBATENHM CEOMMIIH), CCHCHOMNM3HPAHH KbM JOMAlIeH [Opax U TPeBHH
NOJNCHH, NIOKa3Ba, Y€ NECBOUCTHPH3MH 5 Mg € KIMHHYHO H CTATHCTHICCKH 3HATAMO NO-MOMIEH CIIPAMO
naagedo npH obNexyapane Ha o6IMHES CHMITTOMEH CKOp Ha alepruYHuUA PHHHT Npe3 LENHA Nepuos Ha
W3NMTBAHETO, €3 na npenwsBuka Taxudmnakcua. Ipes uemis neproa Ha H3THTBAHETO, JICBOLCTHPHINH
3HaYMMO NMOAOOPABA KaYeCTBOTO HA XHBOT HA NALMEHTHT,

Ha cunata Ha Cbp0exka npe3 MhLpBaTa ceaMMIa 1 Ope3 HENUA NEPHOR Ha JICYCHHE, Chas
JIeBOLETUPH3IHH CHIIO BOAM M N0 IO-TOLAMO noaobpeine HA KaYECTBOTO HA
3APABETO HA NAHEHTHTE, OLICHEHO CHIIIACHO HHAEKCA HA JlepMarorormmo xave
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mnaneto.

XPpOHHYHATa HANONATHYHA YPTHKapHs e Gua IPOYYCHA KaTo MOJAEI 3a YPTHKAPHAHH ChCTOSHMA. Thid
KaTO OCBODOX/IABAHETO HA XHCTAMHH € [IPHIHHHO-CNEICTBEH daxTop nNpH YPTHKAPHATHHTE
3a00/IABAHHSA, 09AKBA CE JICBOLETHPU3HH 13 € eexmuren 3a ofnexuaBane Ha CUMITOMHTE ¥ Ha APYTH
CBEP3aHH € YPTHKpHATA CECTOSHHA, B NOITBIHCHHAE KbM XPOHWYHA HIMONATHYHA YPTHKApHA.

Ileauarpuina HOmynais

besomacHOCTTa M edMKaCHOCTTA TpH TeAMATPMMHM TALMEHTH e H3C/eBaHa B JABe Iuaueto
KOHTPOJNHpAHH KIHHHYHH MPOY9YBaHHA, BIJIIOYBAIIM TAlMEHTH OoT 6 X0 12 rogMHEM CBC CHOTBETHO OT
CCIOHCH 1 LENOTONMINEH aneprudeH pHHMT. JIeBOLCTHPH3HH 3HAMHTENHO € mozodpw1 CHMNTOMHTE H
TOBHINWI Ka9€CTBOTO Ha XKHBOT H B ABeTe M3IHTBAHMUA.

IlpH niera Ha BL3PAcT MOX 6 FONMEM, KIMHIYHATA 5E30NaCHOCT € OLEHEHA B HAKOMKO KPaTKOCPOUHH HIIH
ABITOCPOYHH TEPANCBTHIHH HINTHTBAHNA:

- CAHO KIHHMYHO H3NHTBAHE, B KOETO 29 nelia Ha Bh3pacT oT 2 0 6 rogMHN ¢ ATCPruucH PHHHT Ca
OMIA NEKYBaHH C JIEBONETHPM3HH 1,25 mg ABA THTH AHEBHO B NPOXEIDKCHHE Ha 4 CeAMMIIH;

- CAHO XIMHWIHO H3OHTBaHE, B K0eTo 114 fena Ha BB3pacT or 1 Ko 5 roaunm ¢ aneprudeH PHHHT HTH
XPOHU'IHA HIHONATHYHA YPTHKapHs ca OHIH JIEKYBaHH ¢ JIeBOLETHpH3KH 1,25 g ABa ITBTH JHEBHO B
IPOABIIAKEHHE HA 2 CEAMHLIY,

- COHO KTHHH'YHO H3NMTBaHe, B KOETO 45 neua Ha B3pacT ot 6 Ao 11 Mecela ¢ aNepruden PHHMT KK
XPOHHIHA MIHOMATHIHA YPTHKapHA ¢a OHIH NeKyBAHM ¢ JIERouETApW3UH 1,25 mg BeHBXK JHEBHO B
NPOABIIKEHHE Ha 2 CeAMMIA,

- €IHO ILITOCPOHO (18 Mecena) KIMEMYHO H3NUTBaHe € 255 aTONMMHH NALMEHTA, JIEKYBAHH C
JCBOLICTHPH3HH Ha BB3pacT 12 10 24 Mecena MpH BKITIOUBAHETO.

IpodwrsT Ha GesomackocT € 6un MonobeH Ha To3M [IPH KPaTKOCPOYHUTE MPOYYBAHHA, IPOBENCHH TIPK
Aela Ha Be3pacT oT 1 10 S roaunHu.

3.2 PapMaKOKHHETHYHH CBOJicTBA

{apMakOKMHETUKATA Ha NEBONETHPH3ME € JMHeiiHa, HE32BHCENA OT J03aTa H BPEMETO, ¢ Manku
HHIHBHAY&NMHH pasaing. PapMaKkoKHHeTHIHHALT NpogAI € €HH H Chill, HE3ABUCHMO OT TOBA JAIH Ce
fprAiara Karo CHAHTHOMEp WM KaTo UeTHpH3HE. [To Bpeme Ha npouecHTe Ha pesopOIms 1 eNMUMHHHpPAHE

HE HACTBIIBA XHpanHo Npeobpazypase.

AGcopOums:

Cnen nepopanHo NpHNOKEHNE JNEBONETHPMZHH ce abcopbupa 6vpao u excrensmero. Ilpu BLapacTHM,
[THKOBH IIIa3sMEHH KOHLCHTpauuH ce aocturar 0,9 waca cien NpHEeMAaHe Ha A03ara. PaBHOBecHM
KOHIICHTPAIHH C€ YCTAHOBABAT cnen 2 anaM. ITHKOBMTE IUIa3MeHH KOHIUCHTPALMH CNeA NpHeMaHe Ha
CAMINTHA 1032 0T 5 Mg WIH NPH NMOBTOPEH MPHEM C& CHOTBETHO 270 ng/ml # 308 ng/ml. Crenenra Ha
abcopOLa He 3aBHCH OT 7103aTa K HE C& BAHNSAE OT XpaHaTta, HO ClIe[l XpaHeHe ITMXOBHTE KOHLCHTPALHH ¢a
TNOHMKCHH H C€ NOCTHTAT 34 MO-TLIILT NIEPHOJ OT BpeMe.

a3 CIICHHC

HsMa pmawEm OTHOCHO TBKAaHHOTO pasnpenencuue OpH YOBEKA, KAKTO M MNPEeMHHABAHETO Ha
JIEBOLICTHPH3HH 1IPE3 KPLBHO-MO3BYHATa Gapuepa. IIpn wbxoBe 1 Kyuera, Hall-BHCOKM THKAHHH HMBA Ca
HaMCPCHH B YEPHHA npob u 6B6pennTe, 2 Bait-nucky B IJHC.

JlepoueTnpisaH B 90% ce cBLP3Ba ¢ IIasMEHHTE MPOTEeHHH. PasfipeacicHUETO Ha NEBOLCTHUPHIHH ¢
OrpaHuvieHo, kaTo 0beMa Ha pasnpencicHue e 0,4 I’kg.




ynorpeba Ha eH3MMHAN HEXHGHTOpH. MeTaGonuTHHTE TBTHINA BKITIOYBAT apoMaTHA oKcHIauusa, N- 1 O-
ACAUTKWIHpaHE H TaYPHHOBO KOHIOTHpaHe. JIeankHIBpanero ce oCHIIECTBABA OCHOBHO OT CYP3A4,
AOKATO apoMaTHaTa OKCHAAlMA BKINOYBA MHOXECTBO WWIR HemueHTHOmumpann CYP n3odopma.
JleroueTHpH3NH He OKa3Ba edekT BepXy akTHBHOCTTA Ha CYP H30eH3HMMTe 1A2, 2C9, 2C19, 2D6, 2E1
H 3A4 B KOHIEHTPALHH, 3HAYUTEIIHO HaJ| MUKOBETE, AOCTHTHATH CNEA NEPOPANTHO NMIPHNOKEHHE HAa 5 mg
HO3a,

lopagm mmckara crenen na MeTabonMssM B nuMIIcaTa Ha MeTaGonMTEH HHXKOnpalll ToTeHIMAN,
B3aUMOZCHCTBAA MEXY IEBOLETAPH3HH U APYTH BELIECTBA ¢a MANKO BEPOATHH.

Enumutnpane

Inasmenns noMyKHBOT IpH BB3pacTHH € 7,9 + 1,9 waca. [ToyXHBOTET IIPH MAIKH ZCLA € [IO-KPATHK.
Cpensuar anepeHteH obu[ TeNeceH KnMpbEHC npd Be3pacTHd ¢ 0,63 ml/min‘kg. I'nasHusT MBT Ha
OTACIIAHE HA NCROLCTHPH3HH R MeTalonuTUTE My ¢ ¢ ypuHata - 85,4% oT npueTara no3a. Ypes
dexanmaTe ce otnens camo 12,9% or nosara. JleBoueTHPUSHH C& OTHAENS KAKTO 4pe3 TIOMEPY/IHA

GuiITpanya, TaKa 1 9pe3 akTHEHA TyOynapHa CEeKpeLHA.

1§ {= 110

Cmapuecka ev3pacm
ChluecTBYBaT OrpaHMYeHH (HapMaKOKMMETHYHN AaHHM IIpH TNAlHEHTH B Crapvecka BB3pacT. Beaumx

AHEBHOTO MHOIOKPaTHO NEpOpanto NprioxkeHHe Ha 30 mg NCBONETHPU3KHH 3a 6 JHU IIpH 9 manMeHTy B
CTapyecka Bb3pacT (Ha BR3pacT 65-74 ronuum), oGLMAT TeNeceH KIMPHHC € OKOMO 33 % NO-HHCEK B
CPABHCHNC C TO3H MPH NO-MIAAH BLIPaCTHH. PaslpencieHHeTo Ha palleMaTa HETHPHIMH MOKa3ba
3aBHCHMOCT 0T O6B0pevHaTa dyHkuus, a He oT Bb3pactra. To3n HIBOJ, € MPHIOKAM H 3a NEROLIETHPH3HH,
ThH KaKTO H IBETE NICBONETHPHIMH U LIETHPU3HH CE CKCKPETHPAT NPETAMHO Ype3 ypuHata. [Topaan Tosa
fl03aTa Ha JICBOLCTAPI3AH TPAOBA Ja c€ KOPHIHpa B CHOTBETCTBHE ¢ SuOpeunaTa GYHKIMA NpH NatkeHTH
B CTap4CCKa BH3pact.

bvbpeuno yepexcoane
ANEpeHTHNAT Tenecen KIHPEHC Ha NCBOLCTHPH3UH CHOTBETCTBA Ha KPEATHHHHOBMA KIMpbHC. ETo 3amo

C€ INpemopEYBa NpPH NALMEHTH C YMEPEHO A0 TEXKKO 616peuno yBpexnane anaorapane Ha HHTEpBaNa
MCXIy TIPHEMHTE, B CBOTBETCTBUE ¢ KPEATHHHHOBHA KIMPBHHC. [IpH nALHEHTH ¢ aHypHS H B KpaiiHa dasza
Ha 6n0pevno yspexaaHe, o6mun TeneceH KIIHPBHC c¢ MOHKMKaBa ¢ okono 80%, B cpaBHeHHMe CbC
3apantTe HEAMBHIH. KommuecTroTo JCBOLCTHPHINH, OTACHAm C¢ 0O BpéMe HAa CTaHAapTHA 4-9acopa
XeMOANAIN3HA NIponeaypa ¢ < 10%.

Yeprodpobino yepesicoare

He e mnwreana dapuakoxupernkata Ha JICBOUCTHPH3AH NpH HNAUMEHTH C YepHOIpobHa
HE/IOCTATEYHOCT. llaumenTTe C XpOHHUHM 3aboiBanEs Ha wqepHmA Apo6  (XemaTouemymapew,
XOJICCTATHYCH U JKIIBYHA IMPO3a) NPHEMaIITH ¢THOKPaTHA A03a 10 AmA 20 mg 0T paueMHYHOTO BEIIGCTBO
UETHPHIUH HMaT 50 % yBenndeHHe Ha BpeMeTo Ha NOJTYKHBOT, KaxTo H ¢ 40 % HaManeHHe Ha KIHPpHCA

B CPABHCHHE CHC 37]paBH A0GPOBOIIH.
Heduampuyna nonvaauus

JaHHUTE OT NEAHATPUIHO (APMAKOKHHETHUHO MIIMTBAHE C NepopanHO HPMIOXKEHHE Ha ¢AHOKPATHA
A038 OT 5 mg JICBOUETHPH3HH Npn 14 Aena Ha BE3pacT 6-11 rogdHy ¢ TEXECHs TerTo BAPHPAIIIO MEXKTY
20 = 40 kg npH cpaBHABAHE HA M3IMHTBAHMS noxaspat, 4e Cmax # AUC cToiigocTd ca 0Kono 2 ITsTH 1o~
BHCOKHM OT HAaOMOAaBaHHTE NpPH 3APaBH BH3PACTHH [ANHEHTH. Cpennure croiiHocT Ha Cmax e 450
ng/mi ce NPOABABAT B CPEAHOTO BpeMe ot 1,2 9aca, TErNOBHO HOpMaTH3NpaHKua o0 -./_, e
30% mo-ronaM, a NOMYKHBOTET ¢ 24% MO-KPaThK B Ta3W NEIMATPHIHA nomynaims, & arad e

BB3pacTHH. He ca nposexciany cienyainy $papMakoKHNETHIHY HITATBAHHAA HpH Jeng/AWLavagT I

FOAHHH. PETpocnekTHBHAA nonynanuoHeH GapMakOKMHETINCH aHANHS € NpOREAeH ¢
AcLA Ha Bb3pacT ot 1 Ao S roguny, 138 Bera Ha BBp3pacT oT 6 a0 11 roguuy 1 124 BHip
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18-55 roaunm), kouro ca moayuasany CAHOKpAaTHH MM MHOTOKPATHH JO3H NE¢BOLCTHPH3NH, BapHpAIH
oT 1,25 mg no 30 mg. [fauuure, NOMyIeHH OT TO3H aHATH3 MOKa3BarT, 9¢ NPHIOKECHHETO Ha 1,25 mg
BEAHBX NHEBHO NPH JCNA Ha BB3PACT OT 6 Mecela M0 S MogMHM ce 09aKBa ja HOBele N0 IUja3MeHH

KOHICHTPAINWM, CXOQHH ¢ TE3H Ha BE3PACTHH NANMEHTH, NOTYIABALLH 5 mg BSHEXK AHEBHO.

Lion
PapMakOKMHETHYHHTE pe3yiTaTd Ha 77 DArHeHTH (40 MBXe, 37 XeHM) Ca OLEHEHH 33 E€BCHTYAJIHA

3aBHCHMOCT OT mona. Bpemero Ha MONYKHBOT € Manxo NO-KPATKO MPH JKEHHUTE (7,08 £ 1,72 h)
OTKOJIKOTO IpH MBxKere (8,62 + 1,84 h), Ho KopHrApaHHs CIIPAMO TENECHOTO TEro [IEPOPANIEH KITHPBHC
npu xkenn (0,67 + 0,16 ml/min/kg) ce 98582 CHIOCTABMM € TO3H apr Mukere (0,59 = 0,12 ml/min‘kg).
ChuuTe AHEBHH JO3H M J030BH HHICPBANH ¢2 NPWNIOKHMH 32 MBXE H JXEHH ¢ HOpManHa OnGpeuHa

dynxums.

Paca

Bnuansero Ha pacara BEpXy JICBOLETUPH3MH He ¢ Npoydena. Thil kaTo NEBOLETHPHINH Ce eKCKpeTHpa
NpexuMHO 4pe3 OnOpempre, a Hama 3HAYMMM  pacosu pasAMdMA B KPEaTHHHHOBHA KIIHDPBHC,
papMakoOXHHETHMHATE XaPAKTCPHCTHKN HA JICBOLCTHPH3HH HE C€ OYakBa Ja OBLAT pPaznHIHM B
pasimaHATe pacH. He ca naGmonasann ceppaany c pacara paiJInKH B KMHETHKATa Ha paueMara
ICTHPH3IHH.

Bps3xa dapMaxoxuHeTHKa H bapMaKOAHHAMHKA

E¢exrsT BBpXy XHMCTRMHH-BHAYLMpaHWTeE KOMXHR peakiu¥ HE CBHOTBETCTBA Ha ILIA3MEHHTE
KOHIEHTpaIum, |

Hamaure or EKI He noxassar 3Haummu edexty Ha JICBOLICTHPH3AH, MPHIOXKEH B J03H 6 IIBTH HaJ
NpEnoprIMTENHaTa no03a, BEpxy QT - uHTepBana.

5.3 lpeainAHYIHN NaHAH 33 Ge3onacHoCT

Hexwmnuyanre panEm He mokasear  ocoben PHCK 3a XOpaTa CBINIACHO KOHBEHIIMOHAHMTE
¢apMakonorHIHH HIMUTBAHMA 33 GE30MACHOCT, TOKCHIHOCT IIPH MHOIOKPAaTHO NpPHIOXKEHHE,
PETIPONYKTHRHA TOKCHYIHOCT, F¢HOTOKCHIHOCT HWIH KaHIEpOTeHeH NOTEHIHA

6. PAPMANEBTHYHA NAHHH

6.1 CnuchK HA IOMOIHHTE BemeCTRA
Harpnes anerar

OuerHa kucenuHa

Hpomuienrnnxon

I'mamepon 85 %

MeTiu napaxuapokcu6enzoar (E218)
Hponun napaxnapokcuGensoar (E216)
3axapuu HaTpnii

IIpeancrena Boaa

6.2 HecbBMECTHMOCTH
He e npunoxumo.

6.3 Cpox na roanocr

2 TOAHHH
Cpok Ha romHoCT caen mspRORaYANHO OTBapsAHe: 3 Mecella IIPH TeMIEpaTypa nox 25 (.
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6.4 CpnenuanHn yc10BHS Ha CHXpAHEHHE

Ha ce chxpaHaBa npH TeMnepatypa moa 25 C.

Ha ce ChXpaHsaBa B OpHTHHAIIHATA ONAKOBKA.
3a ycnoeusTa Ha CEXpaHEHHUE Ciie IMPBOHAYATHO OTBAPSHE HA JEKAPCTBEHMA MPOAYKT BIDKTE TOUKa 6.3.

6.5 BuanceabpKanne HA ONAKOBKATA
byTrika ot ThMHO cTRKIO (knac 1), ceappxanta 20 m! pa3TBop H 3aTEOPEHA ¢ IIACTMACOBA KAMAYKa C

BTPaJICH KalKoMep.
Exna OyTiuIka e nocTaBeHa B KapTOHeHA KyTH 33¢/IHO ¢ TACTORKA.

6.6 Cuenuannn upeaNasHH MePKH OPH HIXBLPJISHE B pabora
HaMa cnennansm n3nckeanms.

7. IPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA
AIHPAPM EAJT

Oyi. ,,CuMeoHOBCKO moce™ Ne 130
Cogna 1700, Benrapus

8. HOMEP (A) HA PASPELHIEHHETO 3A YOOTPEBA
Per. Ne 20190145

9. JATAHA ITBPBO PAIPENIABAHENIO/THOBABAHE HA PASPENIEHHAETO 3A YIIOTPEGA

Harta Ha mEpBO pa3pemasane: 19.06.2019
Hara Ha NoCNeAHO NONHOBABAHE:

10. JXATA HA AKTYAJM3HPAHE HA TEKCTA

OxktomBpH, 2023 1.
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