KPATKA XAPAKTEPUCTHUKA HA ITPOXYKTA




1. AME HA JIEKAPCTBEHHUA NPOAYKT

MU30PEKC 50 mg/ml nepopanen pasreop

IZOREKS 50 mg/ml oral solution

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Beekn 1 ml nepopanes pa3teop cpabpxa 50 mg HHO3¢H aneaclen AuMenpaHon (inosine acedoben
dimepranol).

B 5 ml pasteop ce cbampkar 250 mg HHOZHH auego0eH JUMENpaHoIL

Beaxka OyTuika or 120 ml cpabpika 6 g nHO3ME alleno0GeH AMMENpPaHoIL.

Beaka OyTiika ot 240 ml ceabpxka 12 g nHO3MH auenobeH JMMenpaHolL.

ITENHUAT CIUCRK HA NOMOLIHUTE BEWIECTRA, BIK B Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Tiepopanen pasreop.
Buctsp, CBETNONBIT pazreop.

4. KNIHHHYHU JAHHHA

4.1 TepaneBTHYNH MOKAZAHHS
HU3OPEKC nepopanen pazreop € nokasau:

a) Kato uMyHOMOAYNATOp NpH JIeYEHHE HA NALEHTH ¢ HMYHOACIIPECHBHU CHCTOSHHA 1
MEPCUCTHPAINM BUPYCHH HHMEKUMH, KaTO NMOZOCTRP CKIEpO3NpAll NaHeHUeanuT, Xxepnec
CHUMIneK:e Tim 1 u 2.

b} 3a nmeuenre Ha penUIMBHPALIY Xeprec cHMIIekc Tin 1 u 2.

¢) Kato gonviHeHHe NpH JieyeHHeTO Ha reHHTATHATE OpagaBuiiy.

4.2 {o3upoBKa H HAYKH HA TIPHJCKEHHE

O3HPOBKA.

Ho3ara ce onpenens B3 OCHOBA Ha TEISCHOTO TErNO HA MalMeHTa H TexecTTa Ha 3a00JIBaHEToO.
JHeBHUAT mnipueM TpAbBa Ja Ce pasmpenens paBHOMEPHO [Ipe3 vacoBeTe Ha OyadyBaHe.
[IporsmxuTenHocTTa Ha ASYCHUSTO HA OCTPO ChCTORHME © 7 — 14 Anu.

BBipacTHH ¥ NAaUMEHTH B CTAPUECKa BH3PACT:

50 mg/Kg TenecHo TErno, 1o MakCHMallHa JHeBHA J03a 4 g (00ukHoBeHO 20 ml X 3-4 TETH AHEBHO).

Hdena Ha ¥ Hag | TOAHHA:

50 mg/kg tenecHo Terno aHeeHo, (10 ml nopu Terno or 10 a0 20 kg; Han Te3n KHIOTpaMH Ce H3Moa3Ba
J103aTa 32 Bb3PACTHH).

Jo3upoBka npu cybakyTeH ckinepo3upalt naHeruedanur (SSPE):
100 mg/kg TenmecHO Tersio IOHEBHO, HO He mnoBede oT 3-4 g NpH pemoBHO MNpocie
CBCTOSAHHETO HA MALIMEHTA H HAa HEOOXOAUMOCTTA OT YABIKABAHE HA NIEYEHHUETO.

J103MpOBKa MPH NALMEHTH ¢ TEHUTATHY OpANABHIIN:




3 2 (20 ml x 3 mpTH Ha neH) 3a obmol4-28 aHM, KaTo AONBAHEHHE KbM KOHBEHIHOHAIHHTE JOKATHY
HJIH XUDPYPTHYHH TIPOLEAYPH, B ChOTBETCTBHE CHC CAEIHHTE BPpeMEBU rpaduum:

a) 14-28 maM npu nucko puckosu nayuewmyu, TO3IBONABANKH MOCTHIAHETO HA MAKCHMAIHO
CHOTHOUWICHHE H3YMCTBaHE/PCUMANE Ha JIE3HWTE 32 2 WM [OBedYe Mecella Cliell NpEeKhCBaHe Ha
NeveHHeTo, 6e3 npuiarade Ha Apyro A€KapcTBo ;

b) 5 nuu ceamwuuno, 1-2 nocaenoBaTeNHW CeAMHIH Ha Mecell, B NPOALKEHHE Ha 3 Meceua mpu
BUCOKO PUCKOBU NAYUCHMU (nayueHmu ¢ uMyHer Oeuyum uau maxkueda ¢ eucoK pucKk 3a peyuous),
MNOCTUraKH MaKCHMAJHO CHOTHOLICHHE W3YUCTBAHS/PELHINB HA JIE3HHUTE N0 Kpasd Ha TPeTHUA Mecell
OT JIeHeHHEeTO,

TlpodunuTe Ha MAIMEHTHTE ¢ BHCOK PHCK 33 PELUMIHB WM C LEpBHKAIHA JUCILTA3UA MM FeHUTaIHH
OpanaBHLHM Ca CXOIHH C Te3 NpH ApYrU 3abondBaHKe U BKIIOUBAT;
1. T'enutannu 3abonsBaHudA ¢ BUPYCHA HCTOPHSA >2 TOOMHH HIIHM > 0T 3 HEYCIEUIHN MHUHAIY TEPAITHH.
2. IMyHOCYynpecus B pe3yiarar OT:
- MOBTAPSILIHA C& UMY XPOHUYHH HHGEKIMH UITH ApYTH UHGpEKLHH, TpelaBaHy IT0 NOJOB ITBT.
- MPOTHBOPAKOBA XUMHOTEPAITUS.
- XpOHHYHA 3710YTNOoTpeda ¢ ankoxol.
HenexysaH 3axapen nquaber.
ATonus.
[Iponsmxutenta ynorpeda Ha OpalHA KOHTPALENTHBH (2 rOAMHY HJIH I10BEYe),
Kouuenrpauus Ha donar ( coafectep Ha QonmenaTa Kucenusa) s epurpouuture < 660 nmol/L.
JIunca Ha aHaMHe3a 3a KokHY OpafaBylM B I€TCTBOTO.
MHOro6poliHM ceKkCyamHy NapTHBOPH HITH BCAKA MPOMAHAE Ha OBJITOTOJULIHMA TapTHLOP.
. HeCTH BaTHHANHY CEKCyalHH KOHTAKTH (_>2-6 MbTU CEAMHYHO).
10. AHanen cekc.
11. Br3pacT (3a BeAka JomeinauTenHa rogdHa Haa 20 £ 3 roguan) = 1.1 koepHIHEHT CHOTHOLIEHKE
p = 0.001 ipu 95 % CI).
12. TIpOnBIAUTEIIHO THTIOHONYILEHE,
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HauuH Ha OpUIOKECHHAE:

3a nepopanHa ynotpeda.

JIHEBHHAT NpueM TpabBa na ce paslpenesis paBHOMEPHO Npe3 yacopeTe Ha OynyBaHe.
4.3 TIpoTHBOnOKA3IAHNA

N30PEKC He Tpabea na ce ynotpebssa:
- IIPH NALUWEHTH ¢ W3BECTHAa CBPBXYYBCTBUTEIHOCT KbM KbM AKTMBHOTO BELUECTBO HIH KbM
HAKOE OT NOMOIIHHATE BellecTBa, H30pOoeHH B TOUKA 6.1.;
- [PH NALMEHTH, TIOHACTORMIEM CTPAJAlIM OT NoJarpa;
- TpH NALHEHTH C MOBHLUISHH CTOMHOCTH Ha& MHKOYHATA KUCEHHA B KPHBIA,

4.4 CneuHalHH npeaynpexaeHHs] H NPeANa3HH MepkH npu ynotpeba

M30PEKC moxe na npeansBuka NpexoqHO NOBHIIABAHE HA M3XOOHUTE HUBA HA MHKOYHATA KMCeIHHA
B CEPYMa W YpHHAaTa, KOUTO o0HyaiHO OCTapaT B HOpMAalHHTE rpaHuuM (npuemaliku 8 mg % karo
rOpHa rpanuna), 0co0eHo NpH MEXETE W 3acTapaBaliara momynaluua OT Aeata noia. [losHiuasaxeTo
Ha CTOMHOCTHTE HAa NWKOYHATA KHCEMNHA ¢e IBKH Ha KataboauTHHd MeTaboaH3bpM Ha HHO3MHOBATa
CHCTABKa Ha MPOAYKTA [IPH XOpaTta 0 NUKOYHA KHcenKuHa. To He ce AB/DKH Ha OCHOBHH JICKAPCTBEHO-
HHIYUMpPaHH MPOMEHH B aKTHBHOCTTA HAa eH3HMHTE MJH B MpEeYHCTBALATA QyHKIMA Ha OnbpenuTe,
CnegosarenHo, WM30OPEKC moxe aAa ce mpunara ¢ MNOBHIIEHO BHHMAHHE IIpH
@HAMHECTHYHY JaHHHW 33 TOojarpa, XUNEpypPUKEMMsS, YPOJIWTHA3a WIIH RPH nanue
OpOpeuna ¢yHxuud. [To Bpeme Ha NeueHueTo, CTORHOCTHUTE HA MHKOYHATE KH
TALIMEHTH TPAOBA Ja ce mpocneasBart PelloBHO.




[IpH HAKOM MALMEHTH MOXE JAa HACTHIAT OCTPH PEeakUWH HA CBPBXUYBCTBHTEIHOCT (ypTUKapH4,
anruoeneM, asapunakcus). B Tesu ciydan, edenuero ¢ H3OPEKC Tpsabsa aa ce mpeyCTaHOBH.

[Mpy NpONBIDKHTENHO JieUeHHe € BB3MOXHO 00pasyBaHE Ha KaMbHH B ObOpeumre.B cmydalt Ha
NPONBIKATENHO ICUSHHE HAJl 3 1 1noBede MeCel, NPy BCHYKH NALMEHTH TpabBa Ja ce KOHTPOIHpAT
PEZIOBHO CTOMHOCTHTE HA NMMKOYHATA KUCENHHA B CepyMa W/HAK YpUHATa, YepHOApOoOHaTa QyHKIMA,
KpbBHATA KApTHHA N OpOpeunaTa HyHkums.

HM30PEKC cpaepxa 3axaposa.

[TauHeHTH ¢ PeAKH HacleacTBEHH npoOieMH Ha HEMOHOCHMOCT KbM bpyxT03a, TMIOKO30-TANAKTO3HA
ManaGcopOups UM CyKpasa-K3oManTa3ia HeIoCTaThUHACT HE TpaGRa A2 NPUEMAT TOBA JICKapCTBO.

4.5 B3auMoeiicTBHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH ¥ APYrH OPMH HA B3aHMOeHCTBHE

JlexapCTBEHHAT MpOAYKT Tpa0Ba Ja CE¢ M3MOJN3BA C MOBHUIEHO BHWMAHHE NpPH €IHOBPEMCHHO
npuiarane ¢ HEXMOWTOpM HA KCAHTHHOKCHJa3aTa (anonypWHON) WIH YPHKO3YPHUHH CpEICTBa,
QUYPUTHIM — THA3WAHM AMypeTHud (Karo XWAPOX/OPOTHAsHZ, XJIOPTAIHIOH, HHAanamMuj) KHIH
[AYpEeTHLY, TIOBNMABALIY eKcKpeuwsTa npes (plOpeuyHara OpAMKa (kaTo ¢ypo3eMui, E€TaKPHHOBA
KHCEJIMHA).

4.6 ®eprunuTeT, 6PEMEHHOCT H KbpMeEHe

JIuncear KOHTPOJHpPAHW IIPOYYBaHWA, IPOCAEIABALIM PpHCKa 33 deryca B HapyllaBaHETO Ha
hepTunuTeTa NpY Xopa. He ¢ H3BeCTHO HAM HHO3MH Ce CKCKpETHD2 B MmalfuynHara Kepma. ETo 3amo,
He Tps0Ba Aa Ce MpHJIara 1o BpeMe Ha OPEMEHHOCT HIIH KbPMEHE, OCBEH ako JIEKApHAT HE NpELICHH, e
MOJI3UTE HAABUINABAT MOTECHLUHATHHS PHCK.

4.7 Edexrtu BbpXy cnocofHoeTTa 3a WodupaHe H padoTa ¢ MAILIKHH

W30PEKC e MOBIMSBA MK NOBJIMABA MPEHeOPEXHMO CIIOCOGHOCTTA 3a WO(HPaHE HITH paboTta ¢
MallilHHH. |

4.8 Hemxenauu JeKapcTBEHH Peakuuu

EnuHCTBEHaTa CHCTEMHO HaGoNaBaHa mwHo2o yecma (21/10) nexapCTBEHO-CBBD3aHA HEXKE/aHA
peaKiHa € NPeXoHO nopHileHue (00r4aliHO OCTABAMIO B TPAHUIHMTES HA HOpMaTa) Ha CTOHHOCTUTE HA
NUKOYHATA KYMCEIMHA B CEpyMa H ypHHATa, KOMTO OOHKHOBEHO C€ BPBILAT KbM M3XOLHMTC CH HUBA
HAKONKO JHH CeA Kpad Ha J€4YEHHETO.

Yecmu (>1/100 to <1/10) uexenanu peakluy ca cboOLeHn npy > 1% 0T KIHHHYHH NPOyIBaHHA C
MPOABKHTENRHOCT 3 W MOBEUYe Mecela:

CmomauiHo-4pesHU HapyWweHun FfageHe cbc wanm 6e3 nNOBpBLWAHE, auckomeopT B
enuracTpuyma

06wy HapYUIEHUA HO MACMOMO HA OTNagHanoCT u Hepa3noNOKeHUe

NpUNoXeHue

H3cnedsaHus MosyaBaHe HA HUBATA HAa TpaHCamuHa3uTe, ANKaNHaTa
docdaTaza nam ypeiHua asot

Hapywerus Ha Koxama u Copbesx, KoWHu obpHBY

NOGKONHAMA MBKaH |

HopyweHus Ha HepsHama cucmema asobonue, CBETOBLPTENK

Hapyuwerua Ha MYCKy/HO- ApTpanrua

cKenemHama cucmemao u

CoeduHUMenHama muKaH




Hevecmu (21/1000 to <1/100) HexenaHy peakun ca ChoOLEHH NpH <1% OT KIHHWYHK [TPOYUBaAHHA
C NPOABIKHTSAHOCT 3 M IOBEYE MEcela ¥ IPH MOCTMAPKETHHIOBH HabmofeH s

CroMaWiHO-YpeaHu HapyweHus fnapua, 3anex

HapyweHus Ha HepeRama cucmema CoRAUBOCT MK Be3CbHUe
flcuxusHU HapywieHUA HepBHocr |
Hapywenusa Ha 6vbpeyume u Nonanypua (nosuweHa guypesa)
nUKoYHUMeE Mvmuua

CrnefHuTe HEeXENaHU peaKLUH ca cho61eHH NPH NOCTMAPKETHHIOBOTO HabmoneHne. HYecrorara uM e
Heu3BeCmHa (om HANUYHUME OGHHU He MOoXNCe 0a Bvoe HanpaseHa OYeHKa).

CMOMULUHO-YPEBHU HOPYLICHUR bonka B ropHaTa 4acT Ha Kopema

Hapywenus Ha uMyRHamMa cucmema AHruoeaem, CBPLXYYBCTBUTEAHOCT, YPTUKApHA,
aHaPUABKTUYHA peaKumn

Hopyuwiesusn Ho HepeHamMa Cucmema 3amMasHoCT

HapylueHus Ha Koxama u Eputem

NOGKOMHAMAa MuKaH

Cpo0lLaBane Ha NOAO3MPAHU HEXENaHH peaKLiH

Cpo0ll[aBaHeTo Ha NOXO3HPAHH HEXENaHH PeakUHU clell paspeliaBane 3a ynorpeda Ha eKapCTBEHHA
NPOOYKT € BaHO. ToBa NO3BONLBA fa MPOLBIKM HabMOAESHHETO HA CHOTHOHICHHETO TIOJI32/PHCK 34
JIEKAPCTBEHHA TIPOAYKT. OT MEIUUMHCKHTE CIELMAIHCTH C€ M3UCKBA 1a ChOOHIABAT BCAKA
NOA03MpaHa HeXelaHa Peakuus Ype3 HallMOHAJIHA CHCTeMa 3a ChoOLIaBaHe:

H3nbiHHTENHA arcHKWA M0 NeKapcTBaTa
ya. ,,JamaH [ 'pyes” No 8

1303 Codus

Ten.: +359 2 8903417

yebcadT: www.bda.bg

4.9 IIpeno3upane

Hsma cpobrenus 3a cnyyan Ha npeio3upase ¢ HHO3HH auenoben fumenpanon. CEpHO3IHH HeXeNaHu
peaklyH, obade, oCBEH NMOBUIICHHUTE HHBA Ha NMUKOYHATA KUCENHHA B OPraliiMa, Ca MANKO BEPOATHHU,
npeIBHA Pe3yNTaTuTe OT MIPOYUYBAHUATA BbPXY TOKCHYHOCTTA TPH XHBOTHH. JleueHuero tpadea ga
OBae OrpaHuYeHO JO CHMIITOMATHYHY H NOLXbBPKAINN MEPKH.

5 PAPMAKOJIOTHYHH CBOMCTBA

5.1 @apmakoaHHAMHYHHN CBOlicTBA

QapmMakoTepaneBTHYHA rpyna: IMyHOMOIYIATOP — aHTHBHPYCEH JIEKapCTBEH NPOAYKT,
ATC kon: JOS AX035

MexaHH3IBEM Ha JeiicTBHe
MHO3HH auenodeH AMMENPaHOA € CHHTETHYHO TNYPMHOBO MPOH3BOAHO C HMYHOMO

OpraHu3Ma, H1arofapenue Ha AeKapCTBeHNA NPOAYKT.

®apMakOIHHAMAYHH e(PEKTH




KnMHUYHY [IpOyYBaHUA MOKA3BAT, Y€ HHO3MH auenobeH NUMETIPaHO) HOPMaM3Hupa HeNoCTaThYHM
WK HapyIIeH KIeThYHO-MEAHUHPAH HMYHUTET (0 H3XOAHHA 33 OPraHH3Ma) Ype3 NPeIH3BHKBAHETO Ha
Tt Th]l otrosop, koMTO MHOYLHMpa y3psBaHero u AHepeHUHpaHeTo Ha T-THMQpOUMTHTE, H
IOTEHUHHPAHETO Ha MHAYLUHpaHHTe JMMGONPoNIudepaTiBHE PeakilHH B MUTOTCHEH- MM aHTHICH-
aKTHBUpaHuTe KieTKH. [10 nonoden HayuH, NEKApCTBEHHS NPOAYKT MOAYJIMpa LIHTOTOKCHYHOCTTE HA
T-nuM{OIMTHTE U HA €CTECTBEHWTE KIeTkU-yOniiun, ¢ynkuunte na T8 cynpecopHute m Ha T4
XeINepHUTE KNerKkH, a Taka chlio M noBuwasa Opos HA IgG W MOBBPXHOCTHHTE MAapKepH 3a
KOMITIIEMEHTA.

Wuo3uH aunefobeH AMMENpPAHON YBeNHYaBa MpPOM3BOACTBOTO Ha uuTokmHa IL-1 W moanomara
npoykuusTa Ha 1L-2, perynmpalika Bp3Xomamo ekcrnpecusra Ha IL-2 peuenropa in vitro. Toi
yBeJIHYABA 3HAUMTENIHO €HJIOTeHHaTa cexpeums Ha [FN-y u HamansaBa in vivo nponykiuara Ha IL-4.
OcBeH TOBa, TOH NMOTEHHHMHPA XHMMHOTAKCHCA H (arounTo3ara Ha HEYTPOOMHIHTE, MOHOLMTHTE M
Makpogarure.

KJIMHHUYHA E}QHKaCHOCT K DE30NMACHOCT

In vivo, WHO3MH auenobeH IUMenpaHoJ NOXIOMara MOTEHUHHPAHETO Ha MOTHCHATHA CHHTE3 H
TPAHCIALMOHHATA CTIOCOGHOCT Ha uHpopMannonHara (MatpruHa) PHK (mRNA) Ha mamdpoumTuTe,
Kar0 CHUEBpPEMEHHO WHXMOupa cuuresa Ha BupycHara PHK nocpencrsoM BCe OUIR HEH3SACHCHH
cteneld Ha (1) MHO3WH-MEAWHPaHO BK/IOYBAHE HA OPOTOBATa KHCENHHa B nonupubdosomure; (2)
MOTHCKAHE HA 3a1aBAHETO HA MOJIMAACHHU/IOBATA KUCENHHA KBM HHpopMannonHaTa (MarpryHa) PHK
Ha BUpyca H (3) MONEKyJspHA peopraHM3alHd Ha JAM(QOLMTHHTE BBTpeMEeMOpaHHH IUIA3MEHM
yacTHiH ( intramembrane plasma particles, IMP), kosT0 yBens4aBa NCYTH TPHKPATHO ILTETHOCTTA HM.
ViHo3uH auenoben puMenpason HHXuOHpa (ocdomuecrepasaTa Ha UMKIMKYHHA TyaHosuwn 3°, 5°-
MoHOodoOCc(aT caMo NpH BUCOKH KOHUEHTPaUMH in Vvifro ¥ TIPH HHBA, HEBKMIOYCHHM B MPOABUTE Ha
IMYHO(ApPMAKOIOTHYHAT eQexTH in vivo,

5.2 PapMaAKOKHHETHYHHU CBOHCTBA
Besika OT ChCTABKHTE HA JIEKAPCTBEHHA MPOAYKT NOKa3Ba coOCTBEHH (HapMaKOJIOTHYHE CBOACTBA.

A6copbums: [TprmoxkeH ITepopaiHO NP XOpa, UHO3WH auenobeH puMenpanon ce abcopbupa Gbp3o U
HameaHO (>90 %) OT CTOMAWHO-YPEBHHS TPAKT M mpeMHUHaBa B KpbBTa. CBlUO Taka, Clen
MEPOPATHOTO My [NPHJIOKEHMe mpu MaliMyHEH ot poma ,Macacus rhesus”, 94-100 % ot
HHTpaBeHO3HUTe crofiHoctH wHa DIP  [N,N-mumeTnnamuuo-2-nponaHon] u  PAcBA [p-
areTaMuI00eH30eHaTa KHCEIMHA] KOMITOHEHTHTE C€ OTKPHBAT B YPHHATa M.

Pasnpenenenve: Cnex NpHIAraHeTO Ha JIEKAPCTBCHHA NPOAYKT NPH MaHMyHH € YCTaHOBEHO
panuofeNa3aHo OCTATHYHO KONHMUECTBO B CleAHWTe ThKauR (B HM3XOAAMa aKTueHOCT): GnOpeun,

6enu apobose, uepeH apob, cbplle, AaNak, TECTUCH, TAHKpeac, CKEAETHA MYCKYaTypa.

MerabonussM: Cnen nepopanso NpuioxeHue Ha | g MHO3MH aunenoOeH JKMMeNparoll MpH Xopa ca
YCT2HOBEHH CJIEAHATE IUIa3MeHH HuBa 3a DIP u PACBA, cpotBeTHO: 3.7 micrograms/ml (cnea 2 waca)
n 9.4 micrograms/ml (cnex 1 uwac), B npoyusaHusa BBPXY NMOHOCUMOCTTa Ha 103aTa IIPH XOpa,
MYKOBOTO MOKAYBAHE HA HHBOTO HA IMMKOYHATA KHMCEMHMHA CIICA NPHEMa, KaTo MADKA 34 BHECCHHA C
NEKApCTBEHHA MPOAYKT HHO3MH, He € NHeHHo u Moke Aa Bapupa ¢ 10 % B nocncaBamuTe npuemMa
1-3 gaca.

Exckpeuus: Ilpu fo3a oT 4 g AHEBHO H B YCJIOBHATA HA YCTOMYHBO CBCTOsHME, 24-1aCOBATA
eKCKpELlYA B YPHHATA Ha p-alleTamuiofensoenara kucenuHa (PACBA) U HeliHus OCHOBEH METabOIMT

aocTHra okono 85 % or nonyuenara mosa. 95 % oT paauoaKTHBHOCTTZ B YPHHATA, m.m:ama ce Ha

HpGHaHDH (DIP) u Herosua N-okcHI. BpeMeTo Ha monyx4BoT € 3,5 4aca 3a N,N-
nponason (DIP) u 50 MuHyTH 3a p-aueraMuiobensoerHara kucenmmua (PAcCBA). Hp
merabonur Ha N,N-guMeTHnamuHo-2- npomnadon (DIP) e N-okcup,

Lol



arletamMpaobensoenara kucennHa (PAcBA)- o-auunrmokyponus. QNHTHTE ¢ palHOM30TONN ca
HEMOAXONAIH [IPH XOpa, Thil KaTO HHO3MHOBATA CHCTABKa ce KaTaboMu3Hpa No IHTA Ha IyPHHOBOTO
pasrpaxkiaHe A0 MUKOYHA KHcearHa. Crel NepopaHOTO MPUIOKEHHE HA CHPONA NPH XHBOTHH, AO
okono 70 % ot noxy4eHus HHO3HH Moke Aa 6bae ycTaHOBeH Mol dopMara Ha MUKOYHA KHCENHHA, a
OCTATBKBT MY — KaTO HOPMaJIHHTE MeTabOJNHTH KCAHTUH H XHITOKCAHTHH.

broHanuynoct/TInom nox xpurata (AUC): B ycnosuara Ha YCTOHYHBO CBCTOAHHE, HAXOIKUTE B
YPHHATa 33 ChCTABKATA p-aucTaMyaoOeH30cHaTa kucenrHa (PACBA) u nelituna metabonut ca > 90 %
OT OYaKeaHaTa CTOHHOCT 3a pa3rsopa. Haxoakara 3a cwecraBkara N,N-AMMETHNAMHHO-2- NPOTIAHON
(DIP) u Heliaus metaboymt ca >76 %.

B nnasmara, nnomra noj kpusata (AUC) e >88 % 3a DIP u >77 % 3a PAcBA.
3.3 Mpeaxnuuuynn AaHHH 3a GezonacHocT

HM3opekc nokazpa HUCBK NpOQHA HA TOKCHYHOCT [IpM MYITHBAPHAHTHH NMPOYYBAHHA BBLPXY OCTDA,
NOA0CTPa M XPOHHYHA TOKCHYHOCT NpH MULIKH, [TNBX0BE, Kyd€Ta, KOTKH H MaliMyHH B K034 10 1500
mg/kg/mHeBHO W TpOMIBEKINa HaR-HUCKATA cpeaHa seranda aoza  LDSO cnea nepopanHo
NpUNOKEeHHe, HagBHIlaBala S0-kpaTHO MaKCHMMaJTHaTa TepaneBTHYHa J03a oT 100 mg/kg/anesno.
[IpoapixUTenHEUTe TOKCHKOJIOTMYHI IIPOYYBaHKA NP MHILKH ¥ TUTBXOBE HE NOKA3BaT KapLIMHOINEHEH
NMOTEHLHAT.

CTaHHapTHHTE M3CHECABAHHS 33 MyTAreHHOCT M in vivo MpOy4BaHHS IPH MHIIKK H ILIBXOBE, KaKTO U
in vitro Npoy4YBaHWA BBPXY NUMQPOLMTH OT 4YOBEIUKA NepH(depHa KpEBB, He IOKa3BaT abepeHTHH
CBOHCTBA.

Hsma naHEM 3a mepUHaTaiHa TOKCHMYHOCT, eMOpPHMOTOKCHYHOCT, TePaTOreHHOCT HITW HapylleHa
PEeNpOAYKTHBHA (YHKUUA TIPH MHILKM, IUTBXOBE M 3aliuy NpH NpoyuyBaHHA ¢ NPOABIDKUTEHO
MapeHTEepaTHO TIpHjiaraHe Ha [03H, Haipuulapamy 20-kpaTHO MakcHMAanHara NpenopbYHTENIHA
TepanesTHYHA Jo3a 1pH xopa (100 mg/kg/nHeBHO). (Busic cvuyo mouxa 4.6, OmHoCKO npenopwvKume
3a ynompeba no gpeme Ha bpemenHocm),

6. PAPMAIIEBTNYHH TAHHN
6.1 CnHCBK Ha NOMOLUHHTE BELIECTBA
3axapo3a

["nunepon

MeTtun-p-xnapokcutensoar E 219
ITponun-p-xuapoxcubensoar E 217

ApoMaT Ha UMTPYCOBH NIONORE

[IpeuricreHa pona

6.2 HecbBMeCTHMOCTH

Henpuaoxumo.

6.3 Cpok Ha roaHocr

3 roavHK

CpOK Ha rOAHOCT cilell ITbPBO OTBapsHe H3 OyTHnKaTa - 3 Mecela.

0.4 Cnenuanii yc10BHA HA ChbXPAHEHHE

He u31cKBa cielHanHy YCIIOBUA 33 ChXpaHEHUE.




Ha ce chbxpaHspa B OpHIHHANHATA ONIAKOBKA M J1a ¢€ 3aTBaps MTBTHO.

6.5 /1aHHH 32 01IAKOBKATA

CrokieHd GyTHIKH ¢ XbAT KexJmbGapen ussrt ot Tun 111 — 120 ml u 240 ml cbe 3amyanka- kanavka
OT NONUNpOnuNeH (C BETPEIHO YIUTETHEHHE OT MPOJIMNPOIIHJIEH C HUCKa IILTHOCT), obe3onaceHa
CTIpAMO Jela, NPUAPYAKEHH 0T A03Hpallia Yanika OT NOJUIPONHIEH ¢ HUCKa IIMBTHOCT.

6.6 CnenHanHu npeana3Hn MepKu npy patora H HIXBLPAAHE

HeH3non3saHuaT HOPOAYKT WM OTNAXbYHHTE MaTepHaId OT HEro TpAdBa Ja €€ H3XBBPIAT B
CbOTBETCTBUE ¢ MECTHHUTE U3HCKBaHHA,

7. IIPHTEKATEJI HA PAZPEIHNEHHETO 3A YIIOTPEBA

Pexc @apmMacioTUkbiIC JITA — KHOH bearapus

Codusa, 6yn. ,,CumeoroBcko moce” 110

kB. ['panuHa, 611. 12, er. 4, an. 16

8. HOMEP/A/HA PAIPEIIEHUETO 3A YIIOTPEBA

20130053

9. JATA HA TBPBO PASPELHIABAHE/MIOJHOBABAHE HA PASPEHIEHUETO
3A YIIOTPEBA

HaTta Ha nbpBo pa3pemasaue - 08,.02.2013 r.
JdaTa Ha moOAHOBABaHe Ha pa3pewiennero — 07.03.2018 r.
10. J1ATA HA AKTYAJIU3HUPAHE HA TEKCTA

10. 2018




