KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



N3NLAHWTENHA ATEHUWS NO NEKAPCTBATA

1. AIME HA JIEKAPCTBEHMUA NMPOAYKT

U30OPEKC JYOMAKC 100 mg/ml cupon

[ZOREKS DUOMAX 100 mg/m] syrup

2. KAUECTBEH U KOJIMMECTBEH CBbCTAB
Bceku | ml cupon cbabpika 100 mg uHo3uH auenobeH aumenpaHon (inosine acedoben dimepranol).
[ToMOLLHH BellecTBa ¢ H3BECTHO AeHCTBHE:

[TLAHHUAT CNUCBK HA NOMOLLHUTE BELLECTBA, BHX B TOUka 6.1.

3. JEKAPCTBEHA ©®OPMA

Cupon
bucTpa, CBETNOXKBATA TEYHOCT C ApOMAT HA Yepella.

4, KINWHHYHHA NAHHH

4.1 Telpﬂl'lEBTH'-[HH NOKAa3aHHUA

HM30PEKC AYOMAKC cupon e nokazan:

a) Karo umyHOMOAYNaTrop ApPH JICUEHUE HA NALUMEHTH C HMYHOAENPECHBHU CBCTOSAHHSA U
MEPCUCTUPALLUM BUPYCHY HMHPEKUHUH, KaTO MOLOCTbP CKINEpO3Mpall NaHeHUe(paIuT, Xeprec
cUMILneKc Tin | u 2.

b) 3aneyeHne Ha peLMAMBHpALL Xeprec CHMIEKC TN | 1 2.

¢} Karo nonbaHeHue npy neveHUe Ha NeHUTATHU DpanaBuLM.

4.2 J103MpoBKA U HAYHH HA NIPUJIOKEHHE

Lo3npoBka.
Jlo3ara ce onpenens Bb3 OCHOBA HA TENECHOTO TErj0 Ha MalUMEHTa M TeXeCTTa Ha 3a00/aBaHETO.

ITueBHMAT npuem TpaGBa [HOa Ce pasnpenesis paBHOMEpPHO npe3 4YacoBeTeé Ha OylyBaHe.
[TpoAB/HKUTENHOCTTA HA IEUEHUETO Ha OCTPO ChCTOAHKE € 7 — 14 AHu.

Bb3pacTHHU ¥ NALUEHTH B CTAPYECKA BL3PACT:
50 mg/kg TenecHo Terno, 10 MakCMMantHa aHeBHa no3a 4 g (obuknoseHo 10 ml x 3-4 mbTH IHEBHO).

Heua Ha v Haa 1 roauHa!
50 mg/kg TenecHo Terno aHeBHo, (5 ml npu terno or 10 no 20 kg; Han Te3n kunorpaMu ce¢ M3NON3Ba

N03aTa 3a Bb3PACTHH).

Hozuposka nipu cybakyTeH_ cknepo3upail naHeHuedanur (SSPE):
100 mg/kg TenecHO TErNO AHEBHO, HO HE NIOBEYE OT 3-4 g NpU PEAOBHO NPOCIeAABaHE HAa CBCTOAHHUETO

Ha nauMeHTa U Ha HeoOXoOUMOoCTTa OF YAL/DKABAHE Ha JICUEHUETO.

JIO3MPOBKA NP NALUEHTH € FeHKTANTHK GpaZiaBULIK:
3 g (10 ml x 3 nbTH Ha aeH) 3a o6wo14-28 AHK, KATO AONbIHEHHE KbM KOHBEHIIMOHMH

WIH XUPYPru4YHH NPOLENYPH, B CHOTBETCTBUE ChC CJIENHUTE BPEMEBH FPaHLM:




a) 14-28 nHH n0pU Hucko puckosu nayuenwmu, TO3BONABAWKH INOCTHIAHETO HA MAKCHMAITHO
CbOTHOLIEHHE H3IYNCTBAHE/PEUUANB HAa JIE3HUTE 34 2 WM NOBeYe Mecela Clell npeKbcBaHe Ha
neyeHreTo, 63 npunarale Ha Apyro N1¢KapCTBo;

b) 5 1Hn ceamuuHo, 1-2 nocneaosaTeIHY CEAMULIM HA Mecell, B MPOObIKEHUE HA 3 MeceLa npu BUCOKO
DUCKOBU NAYUeHmY (NQyueHmu ¢ uMyHer oeuyum Wik maxKusa ¢ GUCOK PUCK 3a peyuoues), IOCTUralKH
MaKCHMAaTHO CbOTHOLIEHHWE H3UUCTBANE/pELMANB Ha JIE3UHUTE A0 Kpad Ha TPETHA Mecell OT IeMeHHEeTO.

[TpodunuTe Ha NAUMEHTUTE C BUCOK PUCK 34 PELMIUB WM C LePBUKAIHA JUCTUIA3MA WIH MeHHTaTHH
OpazgaBuuK ca CXOOHH C Te3W NMpH ApYry 3a6oNaBaluA U BKITFOYBAT:

|. I'eHutannu 3abonsaBaHus ¢ BUpYCHA HCTOPUS >2 MOAMHY MK > OT 3 HEYCMELHH MUHAIHA TepanuH.
2. MmyHOcynpecus B pe3ynTart OT:

- MOBTAPALLY CE HIIH XPOHHYHH MHOEKLHUKM UK APYTH BHOEKUHWH, MPeAaBaHH Mo MOJOB ITbT;

- NPOTHUBOPAKOBA XUMHOTEPATIHS;

- XpOHHYHa 3noynorpeda ¢ ankoxodn.
HenekyBaH 3axapeH auader.
ATOnu4.
[TpoabnxureaHa ynorpeba Ha OpanHy KOHTpaUenTHBH (2 NrOAWHYU WIH MoBeue).
Konuentpauna Ha ¢onar ( con/ecrep Ha onuesaTa KUCeNWHA) B epHTPOLMTHTE < 660 nmol/L.
Jlurnca Ha aHaMHe3a 3a KoxHY OpafnaByuLM B J€TCTBOTO.
MuorobpoliHu cekcyalHU NapTHEOPH UK BCSIKA MPOMSIHA HA OBJITOTOIMLIHWA NAPTHHODP.
YecTn BarMHaNHKW CEKCYATHU KOHTAKTH (_>2-6 MbTH CEAMMUHO).
10. AHaneH cekc.
[ 1. Bb3pact (3a BCcfka fombaHUTENHA roarkHa Haa 20 + 3 roauan) = 1.1 koe(PULMEHT CHOTHOLUEHHE
p=0.001 npu 95 % CI).
2. TlpoabiaxUTeTHO THTIOHOMYLIEHE,

N S ISR ol

HauuH HA NpUIIOKEHHE:
3a nepopanga ynotpebda.
HAHEeBHHUAT Nprem TpadBa na ce pasnpene/is pABHOMEPHO MIpe3 YacoBETE Ha OyayBaHe.

4.3 llpoTnBONOKA3AHUA

HM30PEKC JYOMAKC He TpabBa na ce ynorpebaBa:
- [IpPY NAUMUEHTHU C U3BECTHA CBPbXYYBCTBHTETHOCT KbM AKTUBHOTO BELLECTBO UH KbM HAKOE OT
MOMOLLHUTE BELECTBA, U30poeHHn B Touka 6.1.;
- MPH NALMEHTH, NOHACTOALLEM CTpAJALlY OT NoAarpa;
- TIPY NAUMEHTH C MOBHUIUEHH CTOMHOCTH Ha NMUKOUYHATA KUCEIHHA B KPBBTA.

4.4 CneuHannn npeaynpexaeHud U npeana3sHi MEPKH NpH ynorpeda

M3OPEKC OYOMAKC moxe ma npeau3BHKa IIPEeXOJHO MOBULLUABAHE HA HU3XOAHHUTE HHUBA Ha
NMUKO4MHATa KUCEMHA B CepyMa W YpPUHATa, KOWTO 00WualiH0o OCTdaBaT B HOPMAIHWUTE IpaHULd
(npuemaiiku 8 mg % kaTo ropHa rpaHnua), 0COOEHO MpK MbXKETE H 3acTapABalLaTa MOy AalHs OT ABaTa
nona. [ToByiuaBaHETO HA CTONHOCTUTE HA [MHMKOUYHATA KWUCEIWHA C€ ABIKH Ha KaraDONWTHHS
MeTaboNK3bM Ha WHO3MHOBATA ChCTaBKa Ha NPOAYKTA MpH XOoparta A0 MUKOYHA KUCENMHHA. To re ce
ObJKKM Ha OCHOBHM NEKapCTBEHO-UHAYUUpAHW MPOMEHKM B aKTHBHOCTTA HA €H3HUMUTE WUNH B
npeyucrealara PyHkuus Ha 6u06peunre. Cnenoparento, U3OPEKC IYOMAKC moxe aa ce npunara
C MOBULUEHO BHHMAHWE TNpPU MNALMEHTH C AHAMHECTHYHM OAHHK 33 [ojarpa, XulepypHKEeMHd,
YpOJAWTHA3a WAW [Mpd NalMeHTH ¢ HapyileHa OvbOpeuna ¢yHkuusa. [lo BpeMe Ha neyeHHeTo,

NnpeyCcTaHOBH,




[IpH NpOOBKUTENHO JlIeYeHHe € BbL3MOXHO 0oOpazyBaHe Ha KamMbHU B ObOpeunTe. B cayuali Ha
NPOABIKUTENHO NEYEHUE Had 3 ¥ NOBEUE MeceUH, NpY BCUUYKH NauueHTH TpaOBa Aa ce KOHTPOJIMPAT
pellOBHO CTOHHOCTUTE HA NUKOYHATA KMCENMHA B cepyMa W/HNM ypuHarta, YepHoapoOHaTa QyHKIUA,
KpbBHAaTa KapTuHa U 6b0peyHaTa OyHKLUA.

U30PEKC AYOMAKC cbappxa 3axapo3a.

[TauneHTd ¢ peakn HacneacTseHn NpobnemMu Ha HENOHOCUMOCT KbM (pyKTO3a, MIIOK0O30-TAIaKTO3Ha
manabcopbuua WK 3axape3o-1U3oManTazeH AeGUUUT He TpaGea a NpUeMar TOBa JIEKApCTBO.

4.5 B3aumoaeHCTBHE € APYIH JEKAPCTBEHH NPORYKTH H ApYyry opMH HA B3aumMoaeicTaHe

JlekapCTBEHHMAT NPOAYKT TPAOBA Aa C€ U30N3BA ¢ MOBULLIEHO BHUMAHUE NPY eAHOBPEMEHHO NpUJIarase
C MHXWOUTOpPHM Ha KCaHTHMHOKCHAa3zaTa (aJoONypHHON) UJIH YPUKO3YPHUYHH CPEACTBA, AUYPETHLH —
THA3WAHH AWYpPEeTUUH (KaTto XUApPOXJAOPOTHA3WI, XJOPTAIMIOH, HWHAANaMHO) HWIK JUYpPETHLH,
NOBAMABALLN EKCKpeuusTa npe3 0ubpeunara GpuMka (kato Gypozemunl, eTakpUHOBA KUCENKHA).

4.6 @eprunnTeT, OpeMEHHOCT H KbpMeHe

JIMNCBAT KOHTpONWpPaHU MpOY4YBaHUs, MNPOCNeAfBalld pUCka 3a ¢eTryca M HApYIIABaHETO Ha
pepTrnunTeTa npv Xopa. He € H3B€CTHO Aann UHO3UH Ce SKCKpeTHpa B MaifuKHaTa kKkpMa. ET0 3allo, He
TpAOBa [a ce npunara no ppeme Ha OPEMEHHOCT MM KbPMEHE, OCBEH aKO JIEKApAT HE MPELCHH, 4e
TON3UTE HAABULIABAT NOTEHUMANHUSA PHCK.

4.7 EpexTh BupXY cnocoOHOCTTA 32 WodpHpaHe H padoTa ¢ MAILIHHH

M30PEKC AYOMAKC He nosnusisa unv noBAKABA NpeHeOpeXKUMO cnoCOOHOCTTA 32 mIodUpaHe KU
paboTa ¢ MalllMHU.

4.8 Hexenann NeKapcTBEeHH pPeaKUNH

EauHcreenara cucreMHO HadnwopasaHa muozco uwecma (>1/10) NeKapCcTBEHO-CBbP3aHa HEXKeaHa
peakuHsa € NpexoaHo noByileHne (odHyakHO OCTaBaLLO B IPAHULIMTE HA HOPMAaTa) HA CTOUHOCTHTE Ha
MMKOYHATA KUCENMHA B CepyMa M YPHHATa, KOUTO OOMKHOBEHO C€ BPbBLUAT KbM H3XOAHHTE CH HHBA
HAKOJIKO IHH Clied Kpasi Ha IEYEHHETO,

Yecmu (21/100 0o <1/10) HexenaHW peakuuM ca choOLIEHM NpH > 1% OT KIHMHUYHH NPOYYBAHHA C
NPOABLJIKHTENHOCT 3 YU MOBEYE MECELIA:

CmomauHo-4pesr Hapyule Hus lageHe cbc ua¥ Oe3 NOBPbIUAHE, OUCKOMGOPT B
enuracTpuyma

Obuu HapYyuwieHUA HaQ MACMOMO Ha OTnaaHanocT ¥ HepasnosIoKeHNe

HPIWIOJICCHUE

Hzcreosanus [loBHinaBaHe Ha HMBATA HAa TPaHCAMHHA3WTe, afKajHara
docdarasa UK Ha ypesiTa B KpbBTa

Hapyuienua na xoxcama u Copbex, koxkHU 00pUBH

ROOKOJICHAMA MbKAH

Hapywenua na nepeiama cucmema ["naBobONINE, CBETOBBPTEK

Hapyuwienun Ha Myckyano- cxeaemuama | ApTpanrns

cucmema U CbeOuUHuUMmeIHama MvKaH




Hewecnu (21/1000 go <1/100) nexenanu peakuyu ca cboblueHH npy <1% oT KNHHWYHH NPOyYBaHuU
C NPOABLIXKUTENHOCT 3 U TIOBEYE MeceUa U NPY MOCTMAPKETUHIOBH HabNI0EeHHS:

CmomauiHo-4pearu HapyuLeHus Jluapus, 3anek

Hapywernun na nepsnama cucmema CBHIHBOCT HJIH Oe3chHHe
Hcwxuuny napywerus HepsHoCT

Hapywenun na 6v6peyume u [Tonuyp#Hs (noBuLIeHa aAUype3a)
NUKOYHUME NbMuwya

CrenHnTe Hexenanyu peaklimy ca chOGIUEHH NP TOCTMaPKETHRIOBOTO HabmoaeHue. YecToTaTa UM e
HEeU3B8eCIMKA (OM HAHUME OanHU He MoXce 0d Bb0e Hanpasend oyexrka).

Cmomawro-4pesru HapyuieHus bonka B ropyarta 4yacT Ha KopeMa

Hapyuienun na umynrnama cucmema AHIHOEIEM, CBPbXUYYBCTBHTEIHOCT, YPTHKAPHS,
aHA(HWJIAKTHYHA PEAKLIMS

Hapyuwienus na nepsriama cucmema 3aMasHoCT

Hapyuwenua na xooama u Epurem

NOOKOJICHAMA MBbKAH

CbolwaBaHe Ha NOA03UPAHU HEXENAHY PEaKIUK

Cpo0lapaHeTo Ha NONO3MPAHHN HEXENaHH PeakLMy C/Ie/l paspeulaBane 3a ynorpefa Ha IeKapcTBEHNUS
MpoAyKT € BaxHO. TOBa no3Bo/fABa Aa NPOABIDKH HaONIOAEHHETO HA CHOTHOLUEHHETO NO3a/PUCK 33
NIEKAPCTBEHUA NMPOAYKT. OT MEAHLIMHCKHUTE CIIELUANKMCTH C€ U3UCKBA Jla Chob1aBaT BCAKA MOAO3HPaHA
HEXeJlaHa peakLuA Upe3 HAUKOHANHA CUCTEeMA 3a ¢po0llaBaHe:

M3nbAHNTENHE areHLns 110 JieKapcTBara
yn. Jlaman ['pyes”™ Ne 8

1303 Codun

Ten.: +359 2 8903417

yebcait: www.bda.bg
4.9 HpeaosupaHe

Hama cuobuenns 3a cnyyau Ha rnpeaosvpaHe ¢ MHO3MH aueaobeH auMenpadost. Cepro3Hi HEXeNaHu
peakury, obave, OCBEH NOBYILEHHTE HUBA HA MMUKOYHATA KMCEIMHA B OpraHH3Ma, ca MAIKO BePOSTHH,
NpeaBHA PE3YNTATUTE OT MPOYUBAHUATA BbPXY TOKCHUYHOCTTA NpH XKHUBOTHH. JleueHunero TpabGpa aa
ObJe OrpaHMYeHo 10 CHMITOMATHYHN ¥ NOANBPKALIH MEPKH.

S PAPMAKOJIOTHYHHU CBOHCTBA
3.1 PapMakoAHHAMHUYHH CBOACTBA

®apmakoTepanesruuHa rpyna: ¥imyHomoaynarop — aHTHBHpPYCEH JieKapCTBeH NPOAYKT.
ATC koa: JO5S AX05

MexaHnibM Ha AeiicTBUE

MHO3WH aneacbeH AMMENpPaHOsa € CHHTETHYHO NYPUHOBO MPOM3BOAHO C MMYHOMOAYJIHMpamy M
NPOTHBOBHUPYCHH CBOHCTBA, KOWTO Ca Pe3yNTaT OT ABHO in Vivo YCUJIBAaHE HAa MMYHHHSA OTrOBOp Ha
opraHu3ma, OnarojapeHue Ha JekapcTBeHHUS TIPOLYKT.

dapMakogUHaAMUYHU edeKTH
KAMHWYHHA npoyyBaHHsA MOKa3BaT, Y€ MHO3MH auenodeH auMenpaHon HopMaliulupa
WIH HapYLIEeH KNEeTbYHO-MEOHHUPAH HMYHHUTET (OO0 M3XOAHKUA 3a OpraHu3Ma) upes np
tin Thl oTrosop, KOWTO WHAYlMpa Y3pABaHETO M AWdepeHLHpaHETO Ha




NOTEHUHPAHETO HA WHAyLHpaHuTe NUMponponudepaTUBHU peakUMX B MHTOr€HEH- WK aHTHreH-
aKTuBHpaHuTe Knetku. [To nogoben HauMH, nexapcTBEHUA NPOAYKT MOAYJIMPAa LIUTOTOKCHYHOCTTA Ha
T-numgoynTUTEe N Ha ecrecTBeHUTE KIETKU-yOuiiuu, dgynxuuure Ha T8 cynpecopuure W Ha T4
XENNepHHTE KNeTKH, a Taka cbilo ¥ nosdwasa Opos Ha IgG ¥ NOBBPXHOCTHHUTE MapKepH 3a
KOMIJIEMEHTA.

MHOo3MH auenoben nuMenpaHon yBeAuyaBa MPOM3BOACTBOTO Ha UWMTOKMHA [L-1 W noanomara
npoiaykuusta Ha 1L-2, perynupaliky Bb3xomamo exkcnpecusra Ha [L-2 peuenrtopa in vitro. Tol
yBENHYaBa 3HAYWTENHO €HAoreHHaTa cexpeuus Ha IFN-y U HamMandama in vivo npoaykuusra Ha IL-4.
OcBeH TOBa, TOM NMOTEHLHMHpa XUMHOTakKcuca M (arouuTolata Ha HeyTPOQMIIUTE, MOHOLIMTHTE M
Makpodarure.

KnHHH4Ha E@HKHCHDCT U 0e30macHoCT

In vivo, MHO3MH auenobeH AMMENpPAHON noamoMara NOTEHLUUPAHETO HA MOTHCHATHA CHHTE3 H
TpaHCNAUMOHHATA CNIOCOOHOCT Ha WHpopMalMOoHHaTa (MaTpyvHa) PHK (mRNA) uva mumdountyTe,
KaTO CbIEBPEMEHHO HMHXHUOUpa CHHTe3a Ha BupycHata PHK mocpeacTsoM Bce Olle HeM3ACHEHU
creneHd Ha (1) MHO3ZMH-MEAMMPAHO BKJIOYBAHE HA OpPOTOBaTZ KMcenMHa B nonupubozomure; (2)
NOTUCKAHE Ha 3a1aBAHETO HA NOJHAASCHWIOBATA KUCENWHA KbM HHpopMauroHHaTa (MarpuuHa) PHK
Ha Bupyca H (3) MONeKyNsapHa peopraHu3auus Ha TMMQPOLMTHHTE BbTpeMeMOpaHHH ITJIa3MEHH YaCTHULIM
( intramembrane plasma particles, IMP), koATO yBeNniHuYaBa NoOYTH TPUKPATHO MIIBTHOCTTA MM.

MHo3nn aluenoben aumenpaHos MHxubupa docoavecTepazata Ha LUMKIMKYHHA ryaHo3ud 3°, 5’°-
MOHO(oChar camo NMpU BUCOKH KOHUEHTPAUMH in vitro W NPH HUBA, HEBKIIIOYEHHW B MPOSABHTE Ha
MMYHO(apMaKONOrHYHUTE €PEKTH in vivo,

5.2 PapMaKoOKHHETHYHH CBOKHCTBA

Bcaka Or CbCTaBKUTE HA NEKAPCTBEHWA NPORYKT NOKa3Ba COOCTBEHH (papMakoNOruuHU CBOHMCTRA.

Abcopouua: Ilpunoxed nepopantHo Npu xopa, ¥HO3MH aueaoleH auMenpaHon ce abcopbupa Obp30 U
Hanbho (290 %) oT CTOMAIHO-YPEBHHA TPAKT H NPEMHUHABa B KpbBTA. (CBINO Taka, C/iel NepopaJHOTO
MY NpuaokeHue npu MakMyHH ot poda ,,Macacus rhesus”, 94-100 % oT HHTpaBEHO3ZHUTE CTORHOCTH
Ha DIP [N,N-aumerunamuHo-2-nponianon] W PAcBA [p-aueramunobeH3oexnara KuceiluHa)

KOMITOHEHTUTE C€ OTKPUBAT B YPUHATA UM.

Paznpenenenne: Cnea npunaraHeTo Ha JieKapCTBEHMS NpPOAYKT NpU MalMyHH € YCTAHOBEHO
paano0e,113aH0 OCTATHYHO KOJMUECTBO B CIIEAHHUTE THKaHH (B HU3XOA4Llla aKTHBHOCT): OB0peLy, 6enu
apobose, 4epeH apod, copue, Aanak, TECTUCH, NAHKPeac, CKEASTHA MYCKYIaTypa.

MeTtabonuiem: Cnea NEpopanHe NpuioxkeHne Ha | g WHO3UH auenoben AUMerTpaHo] NpU Xopa ca
yCTaHOBEHHU CneaHuTe rasmMeHd Huea 3a DIP u PACBA, cvotBeTHO: 3,7 micrograms/ml (cnen 2 vaca)
H 9,4 micrograms/ml (cnex 1 yac). B npoyuBaHHus BbpXy NOHOCUMOCTTA Ha 103aTa MPH X0pa, MHKOBOTO
NOKauBaHE HA HUBOTO HA NHKOUHATA KHCENTMHA CNEA NPHEMA, KaTO MApKa 33 BHECEHHS C JIEKapCTBEHUA
NPOAYKT HHO3MH, HE € NUHENHO U MOXe Na Bapupa ¢ +10 % B nocneasauiute npueMa 1-3 yaca,

Exckpeuua: [pu 1038 OT 4 g JHEBHO M B YCIOBHATA HA YCTONHYHMBO ChCTOAHUE, 24-4aCOBATa SKCKPELIS
B YpHHATA Ha p-aueTaMuaodeH3oeHaTa kucenuHa (PACBA) u HeliHud ocHOBeH MerabonmuT pocrtura
ok0Jio 85 % or nonyvyeHara ao3a. 95 % or paaMoOaKTMBHOCTTAa B YpHMHATa, Ab/okauia ¢e Ha N,N-
AuMmeTnnaMuno-2- nponason (DIP), uasa ot Hemerabonusupanua N,N-aUMeTUNIAMUHO-2- NIPONAaHON
(DIP) v Herosus N-okcua. Bpemero Ha monayxHuBotT € 3,5 daca 3a N,N-IuMeTUraMUHO-2- TIpOIIaHOI
(DIP) n 50 MunyTH 3a p-auetamuaodensoenara kucenuna (PACBA). Ipu xopara, OCHOBEH MeTabONUT
Ha N,N-aumerunamuno-2- npornakon {(DIP) € N-okcua, a To3n Ha p-aueTaMHﬂoﬁeHSOeH
(PAcBA)- o-aumnrniokypoHua. OnNWTHTE ¢ paaydoM3OTONM Ca HENnOAXOIAILUH NpH 30Pd. Ivh KATe
HHO3WHOBATA CHCTABKA C€ xaTaboan3Kpa No MbTA Ha NyPUHOBOTO Pa3rpakiaHe oo MUKQRHY:

Cnen nepopanyHoTo NPUAOKEHKE HA CUpONa MPH XKUBOTHH, 10 okono 70 % ot nony o
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na 6uae ycrtaHoBeH noa ¢opmara Ha MUKOYHA KMCEJIMHA, a4 OCTaTbKbLT MY — KaTo HOpPMaJIHUTE
MeTab0/IUTH KCAHTHH U XUNIOKCAHTHH.

buoHaniuroct/[now_noxg kpusata (AUC): B ycnoBuaTta Ha YCTOHUMBO CHCTOAHHME, HAXOIOKHTE B
ypHHATa 3a CbCTaBKata p-aneramuaodbensoeHara kuceanHa (PACBA) w neiitnus merabonur ca > 90 %
OT OYakBaHaTa CTOHHOCT 3a pasTBopa. Haxonkara 3a cberaBkara N,N-AUMETHUNAMHHO-2- MPONAHOII
(DIP) v niefinus merabonur ca =76 %.

B nnasmara, nnowra noa kpusara (AUC) e >88 % 3a DIP u >77 % 3a PAcBA.
5.3 [IpeaxAHHUYHH AaHHH 32 6e30MacHOCT

U3opekc nokasea HUCHK Npogisl HAa TOKCHYHOCT NPH MYyNTHBapHaHTHU NMpPOyUYBaHHA BBbPXY OCTpa,
MOAOCTPA H XPOHHYHA TOKCHYHOCT NPH MUIUKH, [UILX0BE, KY4eTa, KOTKH K MaiMyHH B 1034 10 1500
mg/kg/AHeBHO W NPOU3BEXIA Hal-HUCKaATa cpenHa netanda no3a LD50 caea nepopanHo NpHNokKeHKE,
HaaBuLasala 50-kpaTHO MaKCUMallHaTa TepanesThyda 103a o1 100 mg/kg/anesHo.
[TponbAKUTEAHUTE TOKCHKONIOTHYHHY NPOYUBaHKA NPU MULLIKH M [TbXOBE HE NTOKa3BaT KapllHHOTEHEH
MOTEHHA.

CTaHaapTHUTE M3CNEIBAHUA 34 MYTAr€HHOCT U in vivo NPOYYBaHMA MPpYU MULUKH KU TUTEXOBE, KaKTO H in
Vitro Npoy4BaHus BbPXY JUMPOLMWTH OT YOBELUKA nepudepHa KpbB, He MOKa3BaT abepeHTHH CBOMCTBA.
Hsma /laHHW 33 nepuHaTalHaZ TOKCHYHOCT, €MOPHOTOKCHYHOCT, TEPATOrE€HHOCT WM HAapylleHa
pernpoaAYKTUBHA (YHKUHS MPpH MHULWKH, TUTBX0BE M 3alLM MNPU (POYUYBAHHA ¢ NPOLBIDKHTENIHO
MapeHTEPanHe TNpHiaraHe Ha /034, HaaBuuiasaiun 20-KpaTHO MakcumanHara MpenopbuydTeIHA
TepanesTHYHa 103a npu xopa (100 mg/kg/nHeBHO). (Buxc cvuyo mouka 4.6, omHOCHO npenopvrkume 3a
ynompeoa no epeme Ha dpemennocm).

6. PAPMAULEBTHUYHHA JAHHH

6.1 ConncbK HA NOMOWHKTE BELUECTRA
3Jaxaposa

[TponuaeH rnukon

3axapuH HaTpUi

JIMMOHEHa KucenHa

Harpues xuapokcua, pasTsop
Metun-p-xuapokcubenzoar E 219
[TIponun-p-xuapokcudbensoar £ 217
Apomat Ha uepela

[lpeuncrtena Boaa

6.2 HeCbBMECTHMOCTH

Henpunoxumo,

6.3 Cpoxk Ha roAHOCT

3 roannm

Cpok Ha rOAHOCT cnea MbpBO OTBapsHe Ha OyTUiKata - 12 meceua.

6.4 CneuxanniH yCJI0BHA HA ChbXPaHEHHE

Jla ce cnxpaHsBa noa 25° C,




6.5 Bia H ¢cbaAbpxAaHHE HA ONAKOBKATA

Crbknenn 6yTunku ¢ #baT kexnubapen usat ot tvn Il — 100 ml cbe 3anymanka - kanayka Ha BUHT
3aLHTEHA OT ACLLA, C BPTPEIIHO YILTbTHEHHE OT NoNHeTH IeH (PE) 4 BbHINIHA Kanmadka OT NONKMNPONKHAEeH
(PP), npuapyxenu or nosupauia yauika ot PP B kaproHeHa KyTus, 33€IHO C THCTOBKA.

6.6 Cneunannu npeaAnas’Hn MEpKH nNpu paboTa H H3XBBLPJIAHE

Hen3nonspaHKaT NPOAYKT MAM OTNANBYHMTE Marepuand OT Hero TpAOBa [a ce U3XBLPIAT B
CLOTBETCTBUE C MECTHUTE U3HCKBAHUA.

7. MPUTEXATEJ]I HA PA3PEINEHHUETO 3A YITOTPEEBA

Pekc ®apmacrotnkbiac Jlonoon EOOJT

Oyn. ,,CumeonoBcko woce” 110

kB. [ paauda, 61. 12, eT. 4, an. 16

1700 Codust, bbarapus

8. HOMEP/A/ HA PAZPEIIEHHMETO 3A YIIOTPEBA

Per. Ne 20190289

9. JATA HA NBPBO PAZPEIMABAHETIOAHOBABAHE HA PASPEIIEHHUHETO
3A YINIOTPEDBA

Hata Ha nbpBO pazpeluaBake: 19.12.2019 .
JlaTa Ha MoCAeAHO NOAHOBSBAHE:

10. JATA HA AKTYAJIIM3UPAHE HA TEKCTA




