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1. HME HA JEKAPCTBEHUS IPOJAYKT { NBNLAKWTENHA ATEHUIA 110 NEKAPCTBATA

{ Kpamina xapaxmepucmuxa Ha npogyxma - lpunoxenus 1

Mnosunpanon 500 mg npax 3a Iepopaliel pa3Teop i
!
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Inosipranol 500 mg powder for oral solution Kow Peg. Me ......... 0&9 y> }«;/é -?3'
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Huosunpasnon 1000 mg npax 3a nepopanieH pasTBoOp { Paspeweriue Ne £ / / /- -
Inosipranol 1000 mg powder for oral solution . 10 -04-
gp a—— o 0 -04- 200
2. KAYECTBEH H KOJTUMYECTBEH CBCTAB

Mnozunpanon 500 mg npax 3a nepopaien pa3Teop
Besxo came cbrppxa 500 mg HHO3HH npanobekc (inosine pranobex).

Huosunpanon 1000 mg npax 3a nepopane pasreop
Bceako canre ecbAnpka 1000 mg wHo3wn npanobeke (inosine prancbex).

TToMOLIHH BEUIECTRA ¢ HIBECTHO JelicTBIe: MAHUTOIL.

3a TBIHAA CIHCEK HA NOMOILHHTE BellecTBa BHKTe Touka 6.1,

3. JEKAPCTBEHA ®OPMA

ITpax 3a mepopanex pasTBOp.
Ban fo nouH 6s1 npax ¢ NOPTOKaNOB apoMar.

4, KJIUHUYHH JAHHA
4.1. TepanesTH9aHN NOKAZAHHA

HHo3unpaHoN € NoKa3aH 3a Je4eHHe HIIH MOBAANBAHE HA IOTHCHATHA WM YBPEACH KICTEYEH UMYHHTET H

HA KIMHUYHATA CHMIITOMATHKA, CBhp32Ha C:

o T'pum ¥ Apyry BUPYCHH KHGEKIHMH Ha JUXATENHUTE TBTHINA, MEPBHYHH ¥ BTOPHYHE [IDH
HMYHOCYTIPECHBEH CBCTOSHHA.

o Hudexuym, npUUHHEHH OT XEPNEC BUPYCH: Xeprec cuMiLiekc supyc THN | 1 2 (herpes simplex virus,
HSV), sapuuena-aocrep supyc (varicella-zoster virus, VZV), nadekiu, IPHIAHEHH OT
unromeranoenpyc (Cytomegalovirus, CMV) u Epstein-Barr supyc (Epstein-Barr virus, EBV).

o [exurannn Gpanasuiy (condyloma accuminata) - BRHIIHH €30 (C HIKIOMSHHE Ha NISpHaHAIHA HITH
MeaTalHa HOKaﬂH?;&HHﬁ) KaTO MOHOTCpANHA WK KaTOo JOIMBJIHEHAS KbM KOHBEHRHOHAAHHTE JIOKAJTHH
UM XMPYPrAYHH NPOLENypPH.

» KoxXHo-NUraBH4HH, BYJIBOBarMHaNHHK (CyOKIMHIYHA W33Ba)} HIIH eHIOUEPBHKAHO-CBBP3aHH C

HOREIIKH NamuioMa sHpyc uHdekynn (human papilloma virus, HPV).

BHpyceH XenaTHr.

MopOru /Texka WK YCIOXKHEHA HHpeKIHs/.

TlapoTurt.

Cybakyren ckneposupai nanesuedanur (SSPE).

Bupycen ajTo3eH CTOMaTHT,




4.2, JTo3upoBKA H HAYAH HA OPHIGKEHEE

O3IHPOBKA
,[{osnposka'ra ce onpeneni HHAHBHAYAIIHO BE3 OCHOBA HA TENSCHOTO TErNO HA MALMEeHTa H €CTSCTBOTO H

TeXKeCTTa Ha 3abonapaneto. J[HeBHHAT mpHeM TpAOBa Aa ce pasnpesieny NOPABHO MPes YacoBeTe Ha
6ynyeane.

Buipacmuu u nuya & cmapuecka gvapacm (had 65 200unu)

IpenopsunTenHaTa AHeBHA Jo3a ¢ 50 mg/kg TenecHo Terno, 0GUKHOBEHO 3 g/IHEBHO, 110 HE NOBEYE OT 4
g/MHEBHO, IPUIArany B 3-4 paBHOMEPHO pasmpe/ieieHy 1031 lpe3 AeHd (06ukHoBeHO 2 cameTa oT 300
mg uiy 1 came ot 1000 mg, 3-4 mbTH gHEBHO B YacoBeTe Ha DOABpPCTBaHE).

Ileduampuyna nonyaayua
Jleua Haa 1 rogHiI=a BB3pacT - obu4aiHaTa HeBHA Jo3a e 50 mg/kg TenecHo Tero, MpHiarany B 3-4
PABHOMEPHO pasnpeleleHH J03H Npes JeHA.

MpoABIKUTEIHOCT Ha JEUEHHETO

Ocmpu 3atorssanun:

[Mpu 3abonssarus ¢ Gbp30 passuTHe, obMYANHATA NPOABDKHTENHOCT HA NevueHeTo € ot 5 fo 14 aun, To
TpaOBa fa MPONBIKHA |-2 AHH clies 0T3BYYaBaHe Ha KIHHUYHATA CHMIITOMATHKA HIIH 110-TBJIIO, CIOPEa
NpELeHKATA Ha Jiekapa.

Bupycnu 3abonseanyn ¢ RpOMpaxupano npomuiane
JlewernneTo Tpadsa 1a NpoALIKE | 10 2 CeAMHIH clef 0T3BYy4YaBaHe Ha KIMHHYHATA CHMIITOMATHKE HITH
[IO-{BATO, B 3aBHCHMOCT OT MpeLieHKaTa Ha AeKaps.

Pexypenmnu 3ab0rn8aHuR

- Hauanua dasza — neobxonumo e Aa ce cneaBat NpenopbKUTE, OTHACHIHY C8 KBM NPOALIKATETHOCTTA
Ha JIgueHHe [IPH OCTpH 3abongeamus.

- Tommspkailo JedeHNe — JHEBHATA Jo3a Moxe Ba Obae HamaneHa no 500-1000 mg.

- [lpu nosBa Ha HaYallHK MPHU3HALM Ha PelHOHB e HeoOX0JHMO 3aBphllaHe KbM THEBHATA AO3HPOBKA,
TIIPHJIAraHa MpH OCTPH 3abonsBanu, karo T4 TpA6Ba Aa ce IpHuiara 1-2 AHH ¢/ie]] OT3BYHABaHE Ha
KIMHAYHHTE CHMIOTOMH. IIpH Heo0X0AHMOCT, TO3H KYPC Ha HeHeHe MOKES Ja ce NOBTOPH
HCKONTKOKPATHO, B ChOTBCTCTBHE C OICHKATA HA KITHHAYHOTO ChCTOAHNUC H MpEOPbKATE HA JICKAPA.

Xponuunu sabonrasanua

[1penopwunTennata AHEBHA A03a € 50 mg/kg TenecHo TErno, KOLTO C& NpUIAra KakTo clIeiBa:
- ACHMNTOMATHHHH cnydan: 30-qHeser npueM, 60-THEBHO NPEKBCBAHE.

- Jlexo uspaseny cuMNTOMH: 60-1HeBeH npueM, 30-HEBHO MPEKLCBAHE.

- Temxxo u3paseHU cHMNTOME: 90-nHeBeH npueM, 30-ITHEBHO NIPEKBCBAHE,

Tasu no3upoeka Moxe Az Gbje ToBTapsHa pu HeoGXO0AHMOCT, 3 NAIHEHTHT TpAbBa s 6bae
NpocieafBaH, KAKTO NPH PEKYPEHTHY 3aDONIBAHH.

ﬂosngcsxa IIpH COEIHANHH MeKa3aHUi

Bpadasuyu Ha evruwinume nonosu opeanu (condvioma accuminaia) ury eHOOYLPEUKATHO-CEODIANY
uHbexyuu c vosewku nanunoma supyc (human papitloma virus. HPV):

[poaykThbT ce HazHa4aBa B J03a oT 3 g AHeBHO (2 caweta oT 500 mg wim 1 cawe ot
AHEBHO) 3a nepyol oT 14-28 quu, npumarana caMOCTOATENHO HITH KATO JIOMBIHCH




KOHBEHUHOHAIHHTE NOKAIHHE HITH XHUPYPrHIHH TIPOUCAYPH, B CbOTBETCTEBHE ChC CIEIHHTE BpeMEeBH

rpagum: '

- HHCKO pHCKOBH DAUMEHTH (MMYHOKOMIIETEHTHH JIMLA HITH [IAUMHEHTH ¢ HHCBK PHCK 3a PEUH/MB): B
npoAskeHne Ha 14-28 quu, nozeonapafky MOCTHraHe Ha MAKCHMAJIHO CEOTHOHIEHHE
M34ICTBaHE/PELIMAME Ha JIC3HAUTE 32 2 HIIH HOBEYE MECELiA Clief] PeKbCBaHe Ha NeveHuneTo, bes
npHnaraHle Ha Apyro JIEKApCTBO.

- BHCOKO-HCKOBH MaUMEHTH (ALMEHTH ¢ HMYHOASMHIUT HITH TAKHMBA C BHCOK PUCK 34 PELHIHB): TIET
JIHH CEIMHYHO, B ABE MOC/EOBATENIHA CEAMHUH Ha Mecela, B IpOAB/DKCHHE Ha 3 Mecela,
HOCTHTAKH MaKCHMANHO ChOTHOWEHHE HIYHCTRAHES/PELIMAME HA NIE3HKHTE O Kpad Ha TPETHA Mecewl
OT JICYEHHUETO.

Tasu A03UpoBKa Moxe a Ohjie OBTAPAHA IIPH HEODXOXHMOCT, a NalHeHTHT TpaGea Ja Obae
NpocAeABaH, KAKTO [IPH PeKypeHTHH 3ab0NaBaHHA.

" TIpodpHIHTE Ha MAUMEHTUTE C BUCOK PHCK 3 PELMIHE MM C UEPBHKAIHA IMCTINA3KA, MIH C FCHHTANHH BpaIapuun
¢ CXOAHH ¢ TE3H IPK APYTH 3a60/19BAHHA K BKIIOYEAT:
*  HMYHOJEIpPecHd, ALIDKAINa Ce Ha:
- aHamHe3a 3a XPOHWYHH WM PEKYPEHTHY HHAEKIMH UK APYTH CEKCyanHo npenasans Gonectn (sexually
transmitted disease, STD);
- DpOTHBOPAKORA XHMHOTEparlus;
- undekumns ¢ human immunodeficiency virus (HIV).
*  KOHUEHTpauHaA Ha donaT (con/ecrep Ha GoNHeBaTa KACENHHA) B epuTpoumTaTe < 660 nmol/l MEorofpokinu
*  MHOTOOPOHHH CeKCyalHU NApPTHLOPH HITH IPOMAHA HA TIOCTOAHEH MapTHLOP
*  9ecTH BarHHAIHH CEKCYaHH KOHTAKTH (> 2-6 CeIMHHHO) WM AHANEH CEKCYaNeH KOHTAKT
*  NpOXBIDKHTENHA YOOTpeSa HA MEPOPATIHH KOHTPALCITHBH (II0BEYe OT 5 rofMHM)
*  aronus (BPOAEHO NMPEIpa3znoioKeHne KbM CRPEXYYBCTRHTENHOCT)
*  HenexypaH 3axapeH auaGer
*  MNpOSBDKHTEAHO TIOTIOHOMYUICHE
*  HHCKH cToiHOCTH Ha Qonar (BuTaMuH B9) B eprrrpouuTture
*  TeHHTAIHH GpPafaBHIHE B MPOALDKEHHE HA > 2 MOAMHH HAM > 3 HEYCMeIHH NCYEHUA, ONMCAHHA B aHAMHE3aTa
*  OTCBCTBHE HA AHAMHECTHYHY JAHHH 2a GpaJlaBULIH N0 KOKaTa B ASTCTBOTO

Cybaxymen cxaeposupawy nanenyepanum (subacute sclerosing panencephalitis, SSPE).
100 mg/kg Tenecno Terno qHeBHO, A0 HE NOBeYe OT 3-4 g, IPOALIDKUTENHO, IPH PEAOBHO NPOCICAABAHE
Ha CHCTOSHHETO Ha MAlMeHTa H Ha HeoOXOAHMOCTTA OT YABDKABAHE Ha JICHEHHETO.

Hauus Ha npunoxkeHue

To3u nexapcTBeH MPOAYKT € MpeJHa3sHaueH 3a NPHICKEHHE Npe3 ycTaTa.

JneBHaTa fo3a e HeoOxoauMo aa Ohile pasnpenesnena paBHOMEPHO, B PaAMKHTE Ha 3—4 MpHEMa, Karto ce
IpHeMa B HacoBeTe Ha GonbpcTBane.

HuozunpaHon, npax 3a nepopaieH Pa3TBOpP € NpeJHAIHAYeH Ja Ce IPUIIara pasTBopeH BBB BOJa, CTyACHa
UK CBC CTaliHa TEMIepaTypa.

ChAbpKaHIETO HA callleTo TpaGBa Aa ce pa3TROPH ¢ pa3dhpKBAHE B Yaiia BoJa H [a ce MpHeMe He3abaBHO
CJIe/ IPHFOTBAHETO.

Wnosunpanon, npax 3a nNepopaien pa3TBOP MOXKE [JIa ¢ MpHIara HE3aBHCHMO OT BPEMETO 3a NpHEM Ha
XpaHa.

4.3. IIpor#BONOKA3AMHA




. CRpBXUYBCTBHTETHOCT KBM aKTHRHOTO HIIH KbM HAKOE OT MOMOLIHHTE BellleCTBa, MOCOYCHH B
Touka 6.1.
IManueHTH, NOHACTOALIEM CTPAJALIK OT MOJAArpa.

. TTanuenTy ¢ DOBHIIEHH CTOHHOCTH HA NMKOYHATA KHCENMHA B KPRETA.

4.4. Cuenga/nn npegynpexicHns y NpeIna3id MepKH OpH ynoTpeda

HHOBHHP&HOII MOXE Ia NPUYHHH NPEX0FHO ITOBHIICHHS Ha H3XOAHHTE HHBA Ha MHKOYHATA KHCCJIHHA B CEPyYyMa
H ypHHaTa, KOHTO 06W4afiHO ocTaBaT B HopMaiHuTe Ipanuid {npueMaiiku § mg% umm 420 umol/l, cwoTBeTHO,
KaTo ropHa IpaHULa), 0coGeHO MPH MBKETE M 3acTapsBallaTd NoNynauua oT gBara nona. [losuimasanero Ha
CTOHHOCTHTE HAa MHKQYHATA KHCEIHHA ce ABJIDKH Ha KaTabonuTHHA MeTaboINIEM Ha HHO3HHOBATA CHCTABKa Ha
OpOAYKTA [pH XOparta A0 TNHKOYHA KHCEAHHA. To He ¢e ABDKH Ha OCHOBHH JIGKAPDCTBEHO-HHAYHHPAHH
IPOMEHH B AKTHBHOCTTA HA €H3MMHTE WAH B NpedncTBaliaTa ¢yHkiHs Ha On0peuwre. CrepoBaTenHo,
Huo3nnpaHon MoxXe ia Ce NPIIAra ¢ HOBHILSHO BHUMaHHe NPH NalHeHTH ¢ aHAMHECTHYHH NaHHH 3a Hojarpa,
XHIIEPYPUKEMHA, YPOIHTHAZA HAM TIPH MALMEHTH ¢ HapyleHa O0bGpeuna ¢yukiua. [lo speme Ha nevenunero,
CTOHHOCTHTE HA MHKOYHATA KHCEJIMHA TIpK Te3U NAaLHeHTH TpabBa fa ce NPOCIeAsBaT PeAOBHO.

Tlpy HAKOM MHAHBHAY MOXE A2 HACTBIAT OCTPH PEaKLHH Ha CBPBXUYBCTBHTENHOCT (YPTHKAPHA, aHTHOCHAEM,
anadunakcus). B Tezu cnyuau, aevennero ¢ Huosunpanon tpaOsa na 6bAe peycTAHOBEHO.

TTpH DpOLBIKHTENHO JIeUYeHNE € Bb3MOxHO obpasyeare Ha kaMbHH B 6p6penuTe. CTOHHOCTHTE HA [IUKOYHATA
KHCE/IMHA B CEpyMa W/M/IH yPUHATA, HepHOAPOSHUTE GYHKUMOHANHY U3CHeABAHES, KPBBHATA KAPTHHA U
orOpeuHuTe dyHKIHOHATIHY H3caeABaHIA TP#6RA /(3 ¢ NPOREPABAT PEJOBHO MPH BCHYKH MALMEHTH HA
MPOALIKHTENHO Jevenne ¢ HHo3unpanon.

4.5. B3aumopgeiicTBHE ¢ IPYrH JeKapCTBEHH NPOAYKTH H APYrH GpopMu Ha B3aAMoaelicTBHe

JlekapcTBeHHAT MPOAYKT TPAORA Aa C& H3NON3BA C IIOBHINEHO BHAMAHKE IPY AHOBPEMEHHO [IPHIarane ¢
UHXAOUTOPY HA KCAHTUROKCHAA2A (ANORYPHHON) WIH YPUKOIYPHYHA CPE/ICTRE, AMYPETHI ~ THA3HANHA
AHYPETHIH (KaTO XHAPOXIOPTHAIH/L, XAOPTATHAOH, HHAAMAMH/) HITH AHYPETHUH, TOBAHABALIH
eKCKpelluaTa npes Gur6peytara 6puMka (kato dyposeMul, TopaseMu]l, eTAKPHHOBA KHCENNHA).

MHo3KmpaHoN MOXe A1a CE [IPUJIAra Clie)l, HO HE H EHOBPEMEHHO ¢ HMYHOCYNPeCHBHH CPeACTBa, Thi
KATO € BB3MOKHO YIIPaXHSBaHe Ha (HapMaKOKWHETHYHO MOBJIHABAHE BbPXY XKellaHuTe nedednu edexTy.

EpanoBpeMennaTa ynotpeba ¢ asunorimuant (azidothymidine, AZT) ysennsara ofpasyeanero Ha AZT
HYKNEOTHAH UPe3 MHOXKECTBO MCXaHM3MH, BKTIOMBAINH MosKIneHa Ouonanuynoct Ha AZT B kppBHaTa
I1a3Ma H TIOBHIIeHA HATPALENyiapHa hocopuianss B MOHOLMTHTE Ha YOBELIKATa KPbB. B pesyarar Ha
Tosa, MHo3unpanon noprmaea eR3AeiicTereTo Ha AZT,

4.6. PepraanTer, 6peMEHHOCT H KbpMEHe

Jiuncrat KOHTpONKpaHy TIPOYYBAHMA, NPOCIeABalH PHCKA 33 (eTyca M HapyIaBaHETO Ha (epTrinTeTa
npu xopa. He e u3BecTHO Aany HHO3MH mpaHoGeKe ce eKcKpeTupa B MaliuuHara kppMa, ETo 3aimo,
HHo3unpaHon He TpabBa Aa ce npuAara no BpeMe Ha GpeMeHHOCT WIH KbPMEHE, OCBEH aKo IEKapAT He

NIpCULCHHA, Y€ NOAIHTE HAABHINABAT NOTCHIIHAIHHA PHCK.

4.7. EdexTn pspxy cnocoGHocTTa 32 WodHEpane B padoTa ¢ MAIIHHHA

MHOSHHP&HDJI HE NOBJIMABA NIIH TICBJIHABA npeueﬁpe)xHMo cnocoDHOCTTA 32 11
MallHHHA.



4.8. Hexeganu JexapcTBeHH PeaKNUA

ITo BpeMe Ha NEYEHHETO ¢ HHO3MH NpaHobeKc, eXMHCTREHATA [IOCTOSHHO HAOM0laBata IEKapCTBEHO-
CEBP3aHA HEXKEAAHA peaku IIPH Bh3PAcTHH, KAKTO H B NEAMATPHYHATA MOMYJIALMS, & IPEXOTHO
noBuIeHHe (0OHYaltHO 0CTABAINO B MPaHHUMTE Ha HOPMaTa) Ha CTOMHOCTHTE HA MMKOYHATA KHCCAHHA B
CepyMa ¥ YPHHATa, KOHTO OOHKHOBEHO ce 3aBPBIIAT KbM H3XOAHHTE CH HHBA HAKOJIKO JHH Clie]l Kpas Ha
NeueHHeTo. :

Creanata TepMMHONOrHA e OHNa M3MoN3BaHa IIpH KiacA(HIHPAHETO HA HEKCIAHHTE PEaKUHH N0
OTHOILIEHHE Ha TAXHATA YECTOTA: MHOTO uecTH (>1/10), wectu (>1/100 to <1/10), HeuectH (>1/1,000 to
<1/100), peaxu (>1/10,000 xo <1/1,000), muoro penxu (<1/10,000), ¢ Hen3RecTHA HECTOTA (HeCTOTaTa HE
Moke Ja OBbAe onpeJeieHa OT HUTHYHHTE JaHHH).

MedDRA SOC/uecToTa Hesxenana leKapcTBeHA peaknug

CroManiHO-4peBHH HAPYHICHHSA
Yectn [Mospsluane, ragele, fuckoMdopr B obnactra
Ha eMmuracTpuyma

Hevecty HAuapus, KOHCTHOALHA

C HEeH3BECTHA YECTOTA Bonka B ropHata kopeMHa 001acT
Hicnensannsa

Mhoro yecTH IMopHIIeH cTOMHOCTH HA ITHKOYHATA KHCETHHA

B KpbBTa H YpHHAATA

Yectn I'loBHIIEHKE CTOWHOCTH HA KPBBHATA ypes,
TpaHCaMHHA3HTE M amkanuara gocdarasa

Hapymemm HA KOXAaTa H NOAKO0XKHATA THKAH

Yectu O06pus, ApypuTyc

C HeW3BeCTHA YecToTa AHrvoenieM, CpUTEM, YPTHKApHA
Hapywienna Ha HEPBHATA CHCTEMA

YecTH Cnasobonue

Heuectn COMHONEHTHOCT

C HeH3IBECTHA YECTOTA JaManHoOCT

MMenxHYEYN BAPYINEHHA

Heuect HepBHOCT, MACOMHHNA
Hapywenud Ha yxoro g JadnpanTa

YecTtH Beprhro

Hapymenns Ha MyCKyJIHO-CKe/1eTHATA CACTEMA
¥ CLeANHRTENHATA ThKAH

Yectn Aprpairus
[Ienxnunn papymenus
Heuectn HepsHOCT

Hapyumenas Ha Os{penuTe U NTHKOYHHTE




MHTHIILA

Heuectn TMonrypus

Hapymenus na WMYHHATA CHCTEMA

C HeusBecTHA 4eCTOTA CEpPBXUYBCTBHTEITHOCT, aHAQHUNAKTHYHA
peaxiig

O6ma sapymenus 1 edeKTH Ha MACTOTO HA

NpHIOKEHHE

Hectn YMopa, Hepa3Nnoa0KeHHe

Crofilasane Ha M10/I03MPARH HEXKENIAHH PeakIHu
Cho01{aBaHeTO HA TOZO3MPAHM HEeXeNaHH PeakUHK Clell paspeliarane 3a YIoTpeda Ha JIEKapCTBeHHA

NPOAYKT € Baxno. TOBA NM03B0/ABA Aa NPOIBIDKY HabMOAEHMETO Ha CHOTHOLIEHHETO IOJI3a/PHCK 3a
NEeKapCTBEHHSA MPOAYKT. OT MEAMUMHCKUTE CTIELMATHCTH Ce H3UCKBA Jia CholIIaBAaT RCAKA TION03Upana
HeXeNaHa peakuus Jpes:

HanenHHTENHA areALHA [0 ACKapCTRATA

yi. Jlamsas Ipyes® Ne 8

1303 Codnusa

Ten.: +35 928903417

yeBcaiiT: www.bda.bg

4.9. Mpenoznpane

Hama croblileHns 32 CTy4as Ha Ipeo3upaHe ¢ HHO3HH npaHobexc. CepHO3HH HEKEAAHH PEAKIHH,
obaue, OcBeH NOBUIICHHTE HHBA HA NIHKOYHA KUCeNHHA B OPTAHKH3Ma, Ca MAIKO BEPOATHH, TIPEABH/
PE3Y/ITATHTE OT NPOYYBAHKATA BEPXY TOKCHUHOCTTA HPH KHBOTHH. JleueHueTo Tpabsa na 6bne
OrpaHH4cHO 10 CHMNTOMATHYHH H MOJIABLPAKALLH MEPKH.

5. OAPMAKOJIOTHYHH CBOMCTBA
5.1 MapMakoARHAMHAYIHE cBolicTBa

dapMakoTepanesTHYHA IPyNa: AHTHBHPYCHH CPEACTBA 32 CHCTEMHO NPHIOXKEHHE; JIUpeKTHO AelicTram
AHTHBHPYCHH CpefiCTRa, JIpyri aHTHBHPYCHH CPE/ICTBA.
ATC xon: JOSAXO0S

HHo3uH npasobekc € CHHTETHYHO TYPHHOBO MPOH3IBOJHO C HMYHOMOIY/THPAIIH H NPOTHBOBHPYCHH
CBOHCTBa, KOUTO C2 PE3YNITAT OT ABHO in ViVe YCHIBAHE Ha MMYHHHA OTTOROP HA OpradMsMa,
GnaronapeHue Ha EKAPCTBEHHA MPOAYKT.

KnunpdHuTe npoy4BaHHA NOKa3BaT, de HHO3HH NpaHo0eke HOpMATH3HPA HELOCTAThYUHHA HITH HApYIIeH
KIETHYHO-MEJMHPAH UMYHHTET (10 H3XO[HHS 3a OPTaHH3Ma) Ype3 IpeAn3BHKBane Ha THi Thl oTroBop,
kofiTo MHHIHUpa Y3pABaHETC U AndepedimpaHeTo HAa T MTHMQOLMTHTE 4 MOTEHIMPAHETO Ha
MHIYRHpaHuTe TEMGPONPONM(EpATHBHY PEAKIIMH B METOIEH- H/IH AHTHTEH-aKTHBAPAHUTE KIeTKH. [To
nofaoGeH HavKH, IEKAPCTBEHHAT MPOAYKT MOAYAHpA IIHTOTOKCHYHOCTTA Ha T MHMGOLUTHTE H HA
€CTECTBEHHTE KNeTKH-YOUHIH, hYHKIHHTE HA CyNpecopHUTE U HA T4-XenmepHuTe KISTKH, ATaKs

HaMaJsABa in vivo nponykuuara Ha 1L-4. OcBeH ToBa, TOH HOTCHIPAa XHMHOTAKCY
HEYTPO(HINHTE, MOHOLMTHTE H MakpodaruTe.



In vivo, unosun npagoOekc noanoMara TOTEHIHPAHETO HA TTIOTHCHATHA CHHTE3 U TPAHC/IALHOHHATA
crocobHoCT Ha HHpOpManonHaTa (MarpuiHa) PHK (MRNA) Ha nuMboLHTHTE, KaTO CHLICBPEMEHHO
WHXHOHpa cuHTe3a Ha BHpycHata PHK nmocpeacTBoOM Bce olue HEH3ACHEHH CTeNeHH Ha:
1. WHO3MH-MEIWHPAHO BKIIOYBAHE HA OPOTOBATa KUCEIHHa B MONHPHOO30MHUTE;
2. TOTHCKaHe Ha 3aJIaBSHETO HA MOIHAACHIIOBATA KHCENHHA KbM WH(OpPMalHOHHATA (MATPHYHA)
PHK =a Bupyca;
3. MoJeKynspHa peopraHu3anys Ha BbTpeMeMOpaHHuTe [UIA3MEHH YacTHIM (intramembrane plasma
particles, IMP), xoeTo yBerHuaBa NOYTH TPHKPATHO MIIBTHOCTTA MM.

HHO3HH npanobexc HHXUGHpPa docdoanecTepasarta Ha BUKIMYHES TyaHo3kH 3',5'-MoHodochaT (cyclic
guanosine 3',5-monophosphate, cGMP) camMo npu BHCOKM KOHIEHTPAUKH /7 Vifro H IIPH HHBA,
HEBKJIIOYEHH B MPOABHTE Ha HMyHodapMakonoruduuTe ehekTH in vivo.

5.2. DapMakKoKHHCTHYIHM CBOHCTBA
Besika 0T ChCTaBKHTE HA JIEKAPCTBEHHA MPOAYKT NOKaspa coGCTBEHH (PapMaKoNOTHYHH CBOHCTRR.

Abcopbyus: TlpunoxeH NEpopanHo NpH X0pa, HHOZUR NpaHobexc ce abcopbupa 6p30 ¥ HAMBAHO (=
90%) OT cTOMAIIHO-4YPEBHHUSA TPAKT H MPeMHHaBA B KpbBTa. CHINO Taka, CNICH MEPOPATHOTO MY
TIpHIIOXKEeHHe TIpH MaliMyHu oT poaa "Macacus rhesus”, 94-100% 0T HHTPaBEHO3HHUTE CTOHHOCTH HA
KoMnoHenTHTe Ha N,N-anmMetrniamuso-2-nponanon (DIP) u p-aueramunobensoenara kuceliuta (PAcBA)
€& OTKPUBAT B YPHHATA HM.

Paznpedenenue: Cnel NpUIaraHeTo Ha JeKApCTBEHHA IPOAYKT NPH MafiMyHH € YCTaHOBECHO
paauobenszaHo 0CTaThYHO KOMMYECTRO B CIEHHTE ThKaHH (N0 pefia Ha HH3XoAAwmara cnenuguiHa
aktusHoct): 666penH, Genu apoGore, yepeH apob, chpile, Aalak, TECTHCH, TAHKPEac, MO3bK i CKEACTHA
MyCKyJ1aTypa.

Memaboauzvm: Crieq niepopanio NpUIoken e Ha | g WHO3KE NpaHobexc NpH Xopa ca yCTaHOBEHH
C/IEHNTE TUIa3MeHH HiBa 3a N,N-aumetunamuno-2-nponanon {DIP) u p-aneramuaobensoeHara
kucenuna (PACBA): cvoTBeTHO, 3,7 pg/ml (cnex 2 yaca) u 9,4 pg /ml (cnea 1 gac).

B npoyusanig BEPXY NOHOCHMOCTTA Ha J03aTa IPH XOpd, MaKCAMANHOTO NOKaYBaHe Ha HUBOTO Ha
[TMKOYHATA KHCEIHHA CHIE/ [IPHEMA, KaTo MADKA 3& BHECEHHA ¢ ACKAPCTREHUA NPOAYKT HHO3HH, HE €
JIHHEHO ¥ MOXe ja Bapupa ¢ + 10% B nocnenpamuTe MpHeMa 1-3 Jaca.

Excrpeyus: I1pu 1032 0T 4 g AHEBHO H B YCIIOBHATA HA YCTOHYHBO CHCTOAHHE, 24-4aCOBATA EKCKPELHU B
ypuHAaTa Ha p-aleTamuaobensoenata kucenuna (PAcBA) v neiinng ocHoBen MeTabonuT JOCTHIA AO
oxoino 85% ot nony4eHara 103a, 95% oT paIHoaKTHEHOCTTA B YpHHATA, ABMKama ce Ha N,N-
muMeTHaMpHo-2-tponanon (DIP), naga ot HemeraGonusupanus N, N-guMerrniamuno-2-nponanon (DIP)
H Herobus N-okcua. Bpemero 3a nonyenumunupane € 3,5 gaca 3a N,N-numernnamuso-2-nponason (DIP)
1 50 MuHyTH 32 p-aueTamufobensoerara kucennna (PAcBA). IIpu xopa, ocHOBeH MeTabonuT Ha N,N-
IEMeTHIaMuHO-2-nponanona (DIP) e N-okcua, a To3u Ha p-auetamuio6en3oeHata kucenntHa (PACBA) -
o-amuarmokyporud. OIUTHTE ¢ pagHOH3OTONH HETOAXOAAIH [TPH X0pa, ThH KaTo HHO3HHOBATA
ChCTaBKa ce KaTabONIM3HPa 110 IBTA Ha yPHHOBOTO pasrpaxiaHe A0 NMKo4YHa KucenuHa. Cen
NEepPOPANHOTO MPUNOKEHHE HA TableTka IPH KUBOTHH, 10 okoao 70% 0T mony4yeHHs WHOIWH MOXKE Jia
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KCaHTHH H XHIIOKCAHTHH.

Buonanuunocm/Inow nod kpusama (AUC): B ycnosuaTa Ha yCcTONYHEO CECTOAHNAY o
YpHHATa 38 ChCTaBKATA p-aneTaMuaoGensoena kucenuna (PACBA) u nelinns mMetafjorm



O4aKBaHaTa CTOMHOCT 3a paztBopa. Haxomkara 3a cheTabkata N,N-guMernnaMuHo-2-nponanoi (DIP) n
HelHus MeTabonuT ca > 76%. B mnasmara, miomra nox kpusara (AUC) e > 88% 3a DIP u > 77% 3a
PAcCBA.

53. Ipeaxaunnvund fanaH 3a GesomacHOCT

HHo3nn npanobexc nokasea HUCHK NPOGUN HA TOKCHYHOCT TPH MyNTHBAPHAHTHY NPOYUIBAHHA BBPXY
0CTpa, NOJOCTPA H XPOHHYHA TOKCHYHOCT TIPH MHIIKH, MIBXOBE, Ky3eTa, KOTKH H MaliMyHu B 1034 A0 |
500 mg/kg/aHeBHO ¥ NPOH3BEXkAa Hal-HIHCKaTa cpenHa netamHa no3a (LDsp) cnex nepopaino
NpHIOXEHNE, HaaBumasama S0-kpaTHO MAKCHMATHATA TepanesTh4Ha fo03a o1 100 mg/kg/nHesHo.

HpOJIbJTXCHTBJTHI/ITe TOKCHKOJIOTHYHH MPOYYMBAHHA NIPH MHIUKH H NTBXOBE HE NOKA3BAT KAPHHUHOTCHCH
NOTCHILHAIL.

CraiaaprHiTe H3CEABAHHA 33 MYTATEHHOCT U A VIV NIPOY4YBAHKs MPY MHUIKH M NTbXOBE, KAKTO U i
Vitro Npoy4BaHUATA BEPXY JUM(OLHTY OT HOBEINKa nepHdpepHa KphbB, He N0Ka3BaT abepeHTHH CBORCTBA.

Hama naHHH 3a NepUHATATHA TOKCHYHOCT, eMOPHOTOKCHYHOCT, TEPATONEHHOCT MIIH HAPYIIECHA
penpoAYKTHBHA (hYHKIHS MDY MHIIKH, TTEXOBE H 32i{I(1 NpH IPOYYBAHHA C IPOABIKUTENHO
HapeHTepalHe IIPHJarane Ha A03H, HAABHIIABAIIY 20-KpaTHO MaKCHMANHATA IIPETIOPhYHTEIHA
TepaneeTHYHa A03a npu xopa (100 mp/kg/nnesno).

6, PAPMAINEBTHYHN NAHHH

6.1. CichK HA NOMONIHATE BEI{eCTRA

Manutox (200 SD)

3axapuH HaTpHH

Apomart noprokan

6.2. HechbBMECTHMOCTH

He e npunoxumo,

6.3. Cpox Ha rogsoct

2 (aBe) rogHHH.

6.4. CoennaJHY yc/AOBHH HI CLXPAHEHHE

I1pu Temnepatypa noz 25°C.
Jla ce chxpaHABa Ha MACTO HEAOCTRNKO 32 Jela.

6.5, Bua ¥ chLALpKAHHE HA ONAKOBKATA

Huosunpanon 500 mg npax 3a MepopaneH pasTBop - CAIIETa OT XapTHA/IONHeTHIEH/ATyYMHH
NOCTaBeHH B KAPTOHEHH KyTHH, chrnpxkalnd 20, 30 u 50 camera, 3a€AHO ¢ IHCTOBKA 32

HWrosumparon 1000 mg npax 3a nepopaneH pa3TROp - CalIeTa OT XapTHA/NONRETHIE,
MOCTaBEHH B KAPTOHEHH KYTHH, ChAbpkaly 20 camiera, 3a6/1HO ¢ THCTOBKA 32 1T



6.6 Coenna/lin npeAna3’HH MEPKH OPH H3XBLPJsHe | padora

HsamMa coennanyy #3HCKBAHUA,

Heuznonszeannar JEKAPCTRECH MPOAYKT HITH OTAABYHHTE MATCPHUAIIH OT HEr'o TpﬂﬁBa Ja ce HIXBbYJIAT B
CHOTBETCTBHE ¢ MCCTHHTES H3HCKBAHHA.

7. ITPHTEXKATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

AnTiOHOTHK-Pazrpan AJl
Oyi. “Anpuncko Becranne”, Ne 68, oduc 201
7200 Pasrpan, benrapus

8. HOMEP HA PAIPEHIEHHUETO 3A YIIOTPEBA

9. AATA HA ITBPBO PA3SPEIIABAHE 3A YIIOTPEBA

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

Anpun, 2020 F,
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