KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

L HME HA JEKAPCTBEHHS [IPOYKT NINBIHUTENHA ATEHLING 11D HE.KAPCTBATA
Kpafmia Xapakmepucimuka na npegysma  (lpuscxenue |
I"'ponpuro3uH 500 mg Tabnerki Kbm Pee. Ne /O’jjoaf‘g :
Groprinosin 500 mg tablets .Pa;peweHue he .
C333Y 25 -08- 2023
2. KAYECTBEH H KOJIMYECTBEH CBCTAB OGOBPEHUS Mo ... e,

Bcesika Tabnetka chabpxka 500 mg nHo3MH anenoben aumenpaHon (inosine acedoben dimepranol).

32 NBJIHHA CMTUCHK HA MOMOIIHUTE BEHICCTBA BHIKTE TOYKA 6. 1.

3. JEKAPCTBEHA ®OPMA
Tabnerka.

benu no xpeMaBH, OBaTHH, JBONHO U3MBKHAIM TAONIETKH, ¢ Ab/okuHa 17 mm v IMpuHa 7 mm H €
AETUTENIHA YepTa BhPXY €HATA CTPaHA.

Henwurennara yepta € caMo 3a yJIeCHABAHE Ha CYYMBAHETO C LIeJ TI0-JIECHO MOTJIbILAHE, a HE 34 pa3dciisHe
Ha PABHH J03M.

4. KJIMHAYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

['ponpHHO3HH € NoKa3aH 3a JieueHHe WK NOBIMABaHE HA TOTHCHATHS WIH YBPEACH KIETHYEH HMYHHTET H
Ha KIIMHHYHATA CHMITTOMATHKA TP BUPYCHH HH(EKLIMH, HAPHUMED:
- rPUN/BUPYCHU HHPEKIIMH HA NUXATETHATE ITBTHILA;

- XEepnec CHMIUICKC,

- Xepnec 30Crep;

- adTO3CH CTOMATHT;

- NAINMJIOMAa BUPYC (KOHIUIOMA aKyMHUHATA);

- BUPYCHH X€NATHTH;

- Enwaid-bap-eupycan nudexuun;

- HUTOMETAIOBUPYCHA HHPCKIMA,

- NOAOCTBP CKIEPO3Kpalll MaHEHEDaTHT;

- pyOcosnia i Bapuuena;

- MOPOHIIH;

- 3ayIlKa.

4.2 Jo3ApoBKa H HAYHH HA MPH/IOKEHHUE

Jo3upoBka
Jlo3arta ce onpeness ot TesiecHoTOo Terio (63 MacTHaTa ThbKaH) Ha MALMEHTA U TeXKECTTa Ha
3abonaBaneTo. JIHEBHUAT npuemM TpAOBa Ja ce pasnpeAciy MOpaBHO Npe3 YacoBeTe Ha O

Buwapacmnu, exmiouumenno nayueHmu 8 CmapyecKkd 8b3pac

IIpenoprunTenyaTa nHeBHa fo3a e 50 mg/kg TenecHo Terno (1 Tabnerka 3a 10 kg),
3 g/AHEBHO 10 HE TIOBeUe OT 4 g/MHEBHO, MPpHMJIaraH nepopanHo B 3-4 nNopaBHO pasf
4aCOBETE Ha SoabpcTBase.




fleduampuuna nonyrayus
Heya nao 1-200uuna ev3pacm
50 mg/kg renecno rerno, nueeno (1 Tabnerka 3a 10 kg TenecHo terno).

Hozuposxa npu cneyuuynu nokazanus

bpadaguyu na 8bHWRUME ROAOSU Op2anl (candyloma accuminala) wiu eHOOYEPBURATHO-CEBPIARY

unghexyuu ¢ wogewku nanunoma supyc (human papilloma virus, HPV):

3 g nHeBHO (2 TabneTkH X 3 MbTH AHEBHO) 3a NepHox OT 14-28 mHM, NIpHaraHl caMoOCTOATEIHO HIIM KaTo

AONBIIHCHHE KbM KOHBEHUHOHATHHTE JIOKAJTHH WiIH XUPYPrUiHH NpOLEIYPH, B CbOTBETCTBHE CbC

CIIeJHHTE BPEMEBH CXEMHU:

. Hucko-puckoeu nayuenmu (MMyHOKOMIECTEHTHH JIMIA WIH NALWEHTH C HUCHK PHCK 34 PELINIMB): B
npoasJLKEeHHe Ha 14-28 nHK, nO3BONSBAAKY NIOCTHIAHE HA MAKCUMANHO ChOTHOIUEHUE
WIYHCTBAHE/PEU/IAB HA JIE3HMTE 33 2 WIIH NIOBEUYE MECENa CJIe] MPEKbCBAHE Ha JIEUEHHETO, He3
fpHAarale Ha Apyro JIeKapcrBo.

. Bucoxo-pucroeu’ nayuenwmu (NallHeHTH ¢ MMYHOIE(MHULIMT MITH TAKHBA C RUCOK PHCK 33 PELIMAMB):
5 IHH CeAMHMYHO, B 2 NOCIEA0BATEHHY CEAMHIH Ha MeCela, B TIPOIbIDKEHHE Ha 3 Mecela,
MOCTUraliKH MaKCUMATHO ChOTHOINEHME U3YHUCTRAHE/PELMAWR HA JIE3HUTE KO Kpasd Ha TPETHSI Mecell
OT JICYEHUETO.

Tasu 1o3upoBka Moxe Aa Ob/le NOBTApAHA NPU HEOOXOAMMOCT, 4 MALMEHTHT TpsOBa aa Obae

IPOCHEAARAH, KAKTO IPH PeKYPEHTHH 3a00naBanus.

'TTpodunure Ha NaLMEHTHTE ¢ BUCOK PUCK 32 PELAMB HITH C LIEPBHKATHA JHCILTA3HS, WM C TEHHTANHH

OpaJaBULH ca CXOAHH C JpyTH 3a00JIABAHHA W BKJIKIUBA!

. HUmyHonepunuT, asmkail ce Ha:

1. AHaMHe3a 33 MOBTapPALLH C€ WIH XPOHUUHH HHPEKLIMHA WM ApYTd 0OnecTH, npeaaBatH no
MOJIOB TBT.

2. IIpoTHBOpaKOBa XHMUOTEPAITHSL.

3. ExxennerHa znoynorpeda ¢ ankoxou.

ITpoabkutesna ynorpeba Ha nepopajiHi KOHTPAUENTUBH (ITOBeYe OT 2 FOAHHU).

Konuenrpaius Ha donat (con/ectep Ha ¢poavepa KicennHa) B epurpouuturte < 660 nmol/l.

MHOrobpoitnn cekcyanHu napTHEOPH HITH NMPOMSHA Ha [I0CTOSHEH NapTHBOP.

HecTH BarMHATHH CeKCYAIHH KOHTaKTH (= 2-6 ceIMUYHO) WK aHANICH CEKCyasieH KOHTAKT.

ATornus (BpoJAeHAa NpeIpasnoloKEeHOCT KbM CBPBXUYBCTBHTCITHOCT).

HekoxrTponupan 3axapen auader.

[ IpoABIHKUTENHO TIOTIOHOMYLICHE.

['enuTanHu OpafaBriy B NPOAB/DKEHHE HA >2 TOAHHH WK >3 HeYCNelHH IeYeHus, ONIHCAHH B

aHAMHEe3aTA.

. OrcbeTBHE HA aHaMHe3a 3a KOKHH OpaJaBHIM B JETCKA BH3PACT.

Hosuposka npu cybaxymen cxneposzupawy nanenyearum (Subacute sclerosing panencephalitis, (SSPE)
JlnesHarta no3a e 100 mg/kg TenecHo Terno, 10 He NoBede OT 3-4 g, MPOALIKHTENIHO, NPU PEAOBHO
NpoCNeNABaHe Ha ChCTOSHUETO HA MAlMEHTa M Ha HEODXOIMMOCTTA OT YABIDKABAHE HA JICUSHHCTO.

[IpOABIDKHTETHOCT HA JIEUEHHETO
Ocmpu unghexyuu

[1pu 3abonsaBanus ¢ Obp30 pasBUTHE, OOHYaHATA NMPOABDKHTENHOCT HA JIEYeHHETO € OT 3 10 14 1Hu.
Jleuenuero TpgbBa A2 npoab/mxu 1 10 2 AHM ¢lien OT3BYUYABAHE HA CHMITTOMMTE WM MO-ABIr0, CIOpe
[IPELICHKATA HA JIeKap.

Bupycnu unchexyuu ¢ yovaxceno pazeumue
Jleuernunero TpabBa na NpoAsKH 1 10 2 CEAMHLIM ClEk OT3BYYaBaHE HA CUMIITOMHT,
3aBHCHMOCT OT PELIEHHETO HA JICEKYBAIIMA eKap.

Hosmapawu ce unghexyuu



3a nauanuara ¢asa Ha JJle4eHHETO BRXKAT CLIUTE NMPETIOPDHKH, KAKTO NMPH OcTpHTe 3abonaBaHuA. B xona Ha
MOAABPKALLO IEYEHHE J03aTa MOXkKe Aa ce HaMasu o 500-1000 mg (1-2 tabnetku) aaernu. [lpyu noaea
HA HAYaIHH [IPH3HALK HA PELUIHB € He0OX0AUMO 3aBphillaHe KbM AHCBHATA JO3HPOBKA, NPIWIAraHa npy
OCTpH 3a00NIBaHMs, KATO TA TPAOBA Ja ce NMPOab/DKH 1-2 JHH ciie)] OT3ByYaBaHe Ha cuMrToMHuTe. [1pu
HEOOXOAHMOCT, TO3H KyPC Ha JIEYEeHHE MOJKE 14 ¢€ MTOBTOPH HEKOJIKOKPATHO, B ChOTBETCTBHE C
NpeUEHKATa HA KIMHHYHHS CTATYC OT JEKaps M MO HEroBa MpenopbKa.

Xponuunu 3a00a98anus

50 mg/kg TenecHo TErIo MHEBHO, pa3/ieNieHH KaKTo Clie/Ba:

- acumnmomamuyny cayyau. 30-IHEBEH TIpHeM, nocaeasas ot 60-IHEBHO IPEKBECBAHE

- caysau Ha aexu cumnmomu; 60-AHEBEH npHeM, nociaeasad ot 30-AHEBHO NPEeKBCBaHe

- meoicku cayyau: 90-g1HEeBEeH npueM, mocneaBaH o1 30-IHEBHO MPeKbLCBaHe

To3n no3Mpoeka Moxe 1a 6be NOBTapgaHA Npu HEOOXOMUMOCT, a naltWeHTa Tpa0Ba na 6bae NPOCIEAABaH,
KAKTO NPH NOBTAPALIH ¢ 3a00NIBaHHA.

HauuH Ha NpPUNIOKEHHE

Camo 3a nepopaiiHa ynorpeba.

3a ynecHABaHE Ha MOrblyaHeTo TabieTkaTa MoXe [a CE& CUyNH M Pa3TBOPH B MAJIKO KOTHYECTBO
OBKYCE€HA TEYHOCT 10 BpEMeE Ha MpHeMa.

4.3 IIpornBonmoxazanus

CBpPBEXUYBCTBUTENIHOCT KBM AKTUBHOTO BEIIECTBO WIH KBbM HAKOE OT [TOMOLLHHUTE BEIIECTBR, H3OpOEHH B
TO4Ka 6.1.

OcTpp NPHCTBI HA NoAarpa.

BHCOKH HHBA Ha ITHKOYHA KHCEJTUHA.

44 Choenuajinu npegynpexIeHns H npeIna3sHH MEPKH NpH ynorpeda

Huo3un anenodeH ApMenpaHos MOXE JIa PHYMHH IIPEXOIHO NOBMIIABAHE HA W3IXOJHUTE HHBA HA
IMKOYHATA KACEIUHA B CEPYMa ¥ YPHHATA, KOUTO 00HYAHO OCTaBaT B HOPMAITHUTE IPaHUUM (IPHEMaHKH
Karo ropHa rpanuua 8 mg/dl, cvorBercTBaiia Ha 0,420 mmol/l), ocobeno npu MBXKETE M 3acTapsABallaTa
nomynauus OT BaTa nona. [ IoBHLIABaHETO HAa CTOMHOCTUTE Ha MHKOYHATA KUCCJIHHA Ce JBJDKH Ha
KaTabOTMTHHA MeTaboIH3BM Ha HHO3HHOBATA ChCTABKA HA MPOXYKTA NMPH XOpaTa A0 MHKOYHA KUCCITHHA.
To He ce Ab/DKK HA OCHOBHH JIEKAPCTBEHO-HHAYIIHPaHH NIPOMEHH B AKTUBHOCTTA HA SH3MMMTE HJTH B
npeyrcTBalaTa GyHKIHI Ha OBOpeLHTE.

3atoBa I'ponpHHO3HH MO>Ke /1a ce Mmpuiiara ¢ NOBUIIIEHO BHUMAaHKWE MPH MALMEHTH C aHAMHE3A 34 104arpa,
XMMePYPHUKEMHS, YPOIMTHA3A HIH TIPH NALHEHTH ¢ HapyLIeHa 6s0peuHa pyuxumd. Ilo Bpeme Ha
JIEYEHHETO, CTOHHOCTUTE HA TMKOYHATA KHCETHHA TIPH Te3H NAlHeHTH TPAOBa Aa ce npociaeaaBar

PEAOBHO.

[Ipy NpoABIDKUTENHO JledyeHHe € Bb3IMOKHO 00pa3yBaHe Ha KaMbHH B OBOpenuTe.

CTOMHOCTHTE Ha IIHKOYHATA KUCEIHHA B CepyMa WM ypuHara, yepHoapobuarta pyHkuus, Opos Ha
KPBBHHUTE KeTKH ¥ O6bOpeunaTa QpyHKUMs TpsaOBa Aa ¢ APOBEpABaT PEAOBHO MPH BCUYKH NMALUEHTH Ha
NPOALJDKHTEHO JieYeHHUe ¢ | ponpHHO3HH.

[Ipy HAKOH MALMEHTH MOKE Ja Ce MOABAT peaKLMH HA CBPBXUYBCTBHTETHOCT (YPTHKApHs, aHTHOEIEM,
aHagunakcus). B Tesu ciyuau, nevenuero ¢ ['ponpuHO3HH TpOBa oa ce MPEKPATH.

4.5 BsammMoneicTBue ¢ APYIrH JeKAPCTBEHH NPOIYKTH U ApyrH (JopMH HA B3A

—-—

-

[y
Muo3uH anenobeH QuMenpaHon Aa ce W3NoA384a C IOBULLIEHO BHHMAHHE NPH €IHOBP Sk !
MHXHOMTOPH Ha KCAHTHHOKCHAA3a (aJIOMyprHO/) HIH YPHKOZYPHYHH CPEACTBA, AUY PRTEN = »
JAUYPETHLM (KaTO XUAPOXAOPTHAZHI, XJIOPTAIMIHH, HHIANAMHE) WIH JHYPETHIIH, 10



EKCKpeLMATa npes 6sOpeunara OpuMka (kato hypo3eMna, TOpaceMu, CTAKPHHOBA KHCEIHHA).

' ponipHHO3HH MOXe Aa Ce Nnpujiara cliell, Ho HE H €THOBPEMEHHO ¢ HMYHOCYIIPECHBHH CPECTBA, ThH KaTO
€ Bb3MOXKHO YIIpayKHABaHE Ha (JapMaKOKHHETHUHO MOBIUABAHE BLPXY JKeJIaHUTE JIeueOHH eheKTH.

EnHospeMeHHaTa ynoTpeba ¢ asuaoruMuaud (AZT, 3unoByaMH) yeenanuasa obpaszyBaHeTo Ha AZT
HYKJIEOTHAM Ype3 MHOXKECTBO MEeXaHHW3MH, BISTIOUBAIIH NOBHINEHa OHOHamMuHOCT HA AZT B KpbBHATA
MIa3MaTa ¥ NOBUIICHA HHTpauenyJjapHa dochopunanya B MOHOLMTHTE. B pe3synTaT Ha TOBa HHO3HH
auen00en JuMenpaHon nopuinaea edexra va AZT.

4.6 @epruauTet, OPEeMEHHOCT H KbpMEHE

Jlunceat KOHTpoNHpaHu Npoy4BaHKi, Npoc/easBalll PHCKa 3a (leTyca H HapyLIaBaHeTO Ha pepTunuTeTa
NnpH Xopa. He e u3BecTHO Aany MHO3MH aued00eH TUMAMPAHON Ce eKCKpeTHpa B MaiunHaTa KppMa. ETo
3am0, [ porrpuHozMH He TpEOBA Aa ce npuiara o BpeMe Ha OPEMEHHOCT U KbPMEHE, OCBEH @Ko JIeKapsT
HE MPELEeHH, Ye NON3UTE HAABHILIABAT [TOTEHLMATTHHSA PHCK.

4.7 EdexrTn Bbpxy cnocobHocTTa 33 modupane H paboTa ¢ MAIIAHH

B HAKOH Cay4au no BpeMe Ha Je4eHHe ¢ HHO3HH aleao0eH AUMENpaHo ¢a HabmoAaBanH ChbHIHBOCT H
CBETOBBPTEXK, KOHTO MOXKE Ja HApyLIaT ¢nocoOHOCTTA 3a WodupaHe U padoTa ¢ MalIMHH.

4.8 Hekenann 1eKAPCTBEHH PeaAKIHH

[1o BpeMe Ha JIGYEHHETO C HHOZMH aleo0eH JUMAaTIPaHON, €THHCTBEHATA MOCTOSHHO HAOJKOjaBaHa
JAEKapCTBEHO-CBBP3aHa HEXeJaHa PEakUMA IMPH BB3PacTHH, KAKTO U B [EJAATPHUHATA NONMYJIaLHA, €
NpexoaHo NMOBHIaBaHE (0OMYalHO OCTaBalllo B TPAHHLIMTE HA HOPMAaTa) Ha CTOMHOCTTA Ha MUKO4YHAaTa
KHCEIIHHA B CEPyMa H YPHHATA, KOUTO OOUKHOBEHO CE 3aBPBILUAT A0 W3IXOHUTE HHBA HAKOIKO JAHH Clel
Kpasd Ha JICUEHHETO.

Knacuduxaumsa Ha yectoTtara 1o MedDRA tepmuHonorusTa: Muoro uectu (>1/10), uectn (>1/100 mo
<1/10), Hedyectu (=1/1000 no <1/100), penku (=1/10 000 go <1/1000), muoro peaxu (<1/1¢ 000), nc
HEU3BECTHA YECTOTA (OT HATMYHUTE JAHHU HE MOXKe J1a Obie HanpapeHa OLICHKA).

Cucremo-opranen | Muoro 9ecta | Yecrn HeuyecTn Hen3BecTHA 4eCTOTA
KJ1ac

Hapymenns na auruoeneM™,
HMYHRAATA CBPBXUYBCTBUTEMHOCT,
CHCTeMA ypTHKApUA™,
aHaWUIAKTHYHA
peakis *

Henxuynu HEPBHOCT,
HAPYIECHHSR OescpHHE
Hapymenun Ha rnasodoJIHe CBHAMBOCT | 3aMasHOCT?*
HEPBHATA CHCTEMA
Hapymenus Ha BEPTUTO
yXOTO H
JadupHHETA
CromamHo- rajieHe, AHapus, OOJIKM B rOpHaTa
YpeBHH TOBPHBIIaHE, 3aMeK
HAPYUICHHA JAUCKOMQOPT B
enuracTpuyma
Hapymenus na npypuryc, obpus
KOXXaTa H

NOAKOXKHATA
ThHhKAH




CHcremo-opranes | Muoro yectn | Yectn HevecTH HeunzpecTna yecrora

KJac

HapymeHnus na apTpanrus

MYCKYJIHO-

CKeJIETHATA

CHCTEMA H

CHLEeAHHHTEIHATA

ThKAH

Hapymenns na TIOJTHY PH A

OnOpennTe H

NHKOYHHTE

NBTHINA

Oﬁlﬂﬂ yMopa,

HADYIHEHHH H HEPA3IIOJIOKEHHE

ehexTH Ha

MACTOTO HA

HPHJIOKEHHE

Hacneasanus [TOBULICHA MOBUILECHH
MHUKOYHA CTOHHOCTH HA
KHCEITHHA B TpaHCAaMHHa3uTe,
KPBBTA, MOBUILICHH
[IOBHILICHA CTOMHOCTH Ha
MUKO4YHA anKanHaTa
KHCETHHA B ¢docdaraza B
ypHHarTa KPEBTa,

MOBHUIIIEHA ypes B
KpBBTa

*HEKENAHU peaKlWH ca ChO0LIEHH IO BpeMe Ha MOCTMAPKETHUHIOBOTO Hal/I0/IEeHHE HA WHO3MH aue/io0eH
JTUMENPAaHOJI, TAXHATA YeCTOTA HE € H3BECTHA.

CHoOWABaHE HA OAO3UPAHU HEKEIAHH PEAKIIUH

C10oO0LABaHETO Ha MOAO3MPAaHH HEXKENTAHH PeaKUHH Clell paspellaBaHe 3a yrnoTpeda Ha 1eKkapcTBeHU
NPOAYKT € BaxkHO. ToBa MO3BOJISBA A3 MPOIBJIKH HAOIIOAEHHETO HA ChOTHOIIEHHETO M013a/PHCK 32
NCKAPCTBEHMA NPOAYKT. OT MEAULIMHCKHUTE CNELMATHCTH C€ U3UCKBA J1a ChOOIIABAT BCAKA MOAO3HUPaHa
HeXKeJlaHa peaKlms ype3 HallMOHAJIHATA CHCTeMa 3a chobIaBaHe:

H3nbaHUTEHA areHuMs Mo JIEKapCTRaTa

yi. ,,JlamsaH I'pyes® Ne 8,

1303 Codus,

TeN.: 35928903417,

yebcaiT: www.bda.bg

4.9 IIpeno3zupane
Hama cbhofiennd 3a npenosupade ¢ HHO3MH aueao6en numenpatolt. CeprosHy HEKENaH! peaKLyH,
obaye, OCBCH NOBHUIEHHTE HHBA HA MHKOYHA KWCEIHHA B OPraHU3Ma, Ca MAJIKO BEPOATHH, NPSABHI

Pe3yNnTaTHTE OT [IPOYUYBAHHUATA BBPXY TOKCHYHOCTTA NPH KHBOTHH. JleuenueTo TpadBa ga Obae
OrPaHHYEHO 0 CHMITTOMATUYHO W [OAABPKAIIH MEPKH.

5. ®APMAKOJIOIrHYHH CBOVICTBA
3.1 <PapmakoanHAMHYHH cBOHCTBA

(PapmakoTeparneBTHUHA TPYTIa: AHTHBHPYCHH CPEJICTBA 3a CHCTEMHA yI1oTpe0a,
npoTHBOBHPYCHU, ATC kox: JOSAXO05




HHO3KH aLien00eH AMMETIParoN € CUHTETHYHO ITYPHHOBO TIPOH3BOJHO ¢ HMYHOMOAYTHPALIH H
MPOTHBOBUPYCHH CBOWCTBA, KOHTO Ca pe3yJITAT OT ABHO i# Vivo yCHIBAHE HA UMYHHHS OTTOBOP HA
OpraHusMa, 01arogapeHue Ha JIEKApCTBEHH TIPOJYKT.

KJMHHYHMTE NpOyYBaHHA NOKA3BAT, Ye HHO3MH aleno0eH JUMerpaHoNl HOpMaJH3Wpa Hel0CTaTbYHHA
WJIH HapyIIEeH KICThYHO-MEAUHPAH UMYHHUTET Ype3 MPEAU3BMKRAHETO HA TUIL Th]l OTroROp, KOUTO
HHHLIMHMpA y3psaBaHeTo U audepeHuMpareTo Ha T THMQOLMTHTE, H NOTEHLUHPAHETO HA HHAYLIUPAHHUTE
numdonpoarddepaTiBHA OTTOBOPH B MHUTOTEH- HJTH aHTHI€H-aKTHBHpaHHUTe KieTkn. [1o mogobeH HauuH,
NEKapCTBOTO MOIYIHPA UMTOTOKCUYHOCTTA HA T TUHM(OLIMTHTE H HA €CTECTBEHA LIHTOTOKCHYHOCT Ha
KIeTKH-yOuHuy, pyHkuuure Ha CD8+ cynpecopuure u CD4+ xennepHHTE KIETKH, 4 CHIIO Taka
nosuilasa 6pos Ha IgG u koMIeMeHT-NOBBPXHOCTHUTE Mapkepy. HO3HH alle100eH JUMenpaHos
YBEJIHYaBa MPOH3BOACTBOTC Ha LIMTOKKMHM IL-1 W mopnioMara nmpojaykuurta Ha [L-2, peryaupaiku
BB3XOAALLUO0 eKCIIpecHATa Ha 1L-2 peuenrtopa in vitro. Tol yBesaxHvapa 3HaYMTETHO €HIOMCHHATA CEKPeLHs
Ha IFN-y ¥ HamansBa in vive nponykuuaTa Ha 1L-4. OceeH ToBa, TOH NOTEHIIMMPA XMMHOTAKCHCA H
(barounTO3aTa Ha HEYTPOJUIATE, MOHOLIUTHTE K Makpodarure.

In vivo, iHO34H ane00eH AUMENpaHo/T NOANOMAra NOTEHLUMPAHETO HA MOTHCHATHA TUMQOLMTEH CHHTES
Ha mMRNA npoTeun u TpaHcnauHOHHATa CIOCOGHOCT, RAOKATO MHXHOUPAHETO Ha CHHTe3a Ha BUpycHa PHK
CE MOCTHTA 4pe3 BCE Olle HEU3ACHCHH HAYHHH:

(1) HHO3UH-MeIHHMpaHO BKIIOUBAHE HA OPOTOBATA KHCEIMHA B [TOAHPHOO3OMHTE;

(2) MNOTHCKaHE Ha 3aXBalllaHCTO Ha MOJHANCHUIIOBATA KHCENHHA KbM BHPYCHATa HH(OPMALHOHHA
PHK;

(3) MosexyndpHa peopraHusalms Ha THMQPOLUTHH BhTpeMeMOpanty rnasMenn yactauu (IMP), koeto
BOAH 10 MOYTH TPHKPATHO YBEJIHUSHUE HA TUIBTHOCTTA UM.

HHO3MH aueao0eH AuMenpaHon HEXHOHpa dhocdoarecTepa3zaTa Ha IUKITHYHHA I'YaHO3HH 3°,5°-
MoHogocdar (cGMP) caMo npy BUCOKH KOHLIEHTPAUMH i VifFO B DU HHBA, HEBKJIIOYECHH B MPOSBUTE HA
MMyHobapMakoIorudHuTe edekTH in vitro.

5.2 @DapMaKkOKHHETHYHH CBOHCTBA
Bcaka ChCTaBKa HAa aKTUBHUTE BEILIECTBA [IPOSBABA Pa3/iM4HK GapMaKOIOruuHi CBOHCTBA.

Abcopbiums

[fpunoken nepopaiHo NMPH XOpa HHO3HH aneacteH aumenpaHon ce abcopbupa 6bp30 1 HAMBIHO (>90%)
OT CTOM2LIIHO-YPEBHHA TPAKT H NpeMHHaBa B KpbBTa. [logoduo, 94%-100% ot unTpaBeHO3HHTE
croHHocTH Ha DIP [N,N-mumeriunamuno-2-nponaHon} n PAcBA [p-aneTaMugobeH30eHaTa KHCETHHA]
KOMMOHEHTHUTE C& OTKPHBAT B YPUHATa CJie] NepopaHO MPHIOKEHUE NPH MAHMYHH pe3yc.

Pasnpenenenue

Crrenl npuioxesue Ha NEKAPCTBOTO MPH MAMyHH paJlMOMapKHPaHH BELIECTRA C4 OTKPUTH B CJIETHUTE
OpranM (1o peja Ha HU3XoJAw@ara crnelBduUHa akTUBHOCT): OBOpeuH, 6ein apobose, Yepen apob, chple,
JaJlaK, TECTUCH, [TAHKPEAC, MOIBK U CKEJIETHU MYCKYJIH.

buoTpanchopmanns
Cnen nepopanto nprioxKeHue Ha 1 g MHO3MH alleJo0eH MMMENPaHO [IPU X0pa ¢a YCTOHOBEHH CIICAHUTE
masMeHu HuBa Ha DIP u PacBA: crotBeTHO 3,7 Mmukporpama/ml (citen 2 yaca) u 9,4 muxporpama/ml
(cnen 1 yaca). B npoyuBaHus BEpXY NOHOCHMOCTTA Ha 03aTa TIPH XOpa, MAKCHMATHOTO MOKAUBaHe Ha
HHBOTO Ha MUKOYHA KHCE/THHA CIIE] NPUEMAa, KaTo MAPKA 33 BHECEHHS C JIEKAPCTBEHHA I1PO
He € MTUHEHHO ¥ MOX¢ fa BapHpa ¢ £10% B nocneasawmre npHeMa 1-3 yaca.

EnuMuHupaHe

I1pu 1032 OT 4 g THEBHO U B YCIIORMATA HA YCTOHUHBO ChCTOSHHE, 24-9acoBaTa eKc
PAcBA u seiinus ocHOBeH MeTaGonmut noctira ao okono 85% oT npriokeHara [
noy4yeHara paaMOakTHBHOCT B YPHHATA C€ BB3CTAHOBABA KaTO HenpomeHeH DIP u




ExvMHUHAITMOHHMAT NOJTYXUBOT € 3,5 yaca 3a DIP u 50 MuHyTH 3a PAcBA. T1pu xopa, ocHoBeH
MeTabonuT Ha N, N-aumerinamuHo-2-nponanon e N-okcua 3a DIP u o-arunrmoxyponun 3a PAcBA.
OmyTaTe C PagHO30TOINH €4 HEMOAXOAALIHM NPH X0pa, Thif KaTo HHO3KHOBATA CHCTABKA Ce KaTtabonH3upa
No NBTA HA MyPUHOBOTO pasrpaXkgaHe 0 NMUKOYHA KHcenuHa. Cliea nepopanHo NpUIOKEHHE MpH
)KHBOTHH, 10 0Kk0Ji0 70% OT nofyueHHd HHO3MH Moxe 1a Obae ycraHoBeH 1ol dopMara Ha ITMKOYHA
KHCEJIMHA, & OCTATHEKLT MY — KATO HOPMAJIHHTE META0OJIHTH KCAHTHH U XUIIOKCAHTHH.

buonannyHoct/muom noa kpusara (AUC)

B yenoBHSTa Ha yCTOHYHBO CHCTOSHUE, HAXOOKHUTE B yPHHATa 3a cheraBkata Ha PACBA W HelHus
meTabonuT ca >90% ot obinara croiiHocT. Haxonkara Ha ckeraekata Ha DIP u Heitaug MeTabonur ca
>76%. B nnasmara, AUC e Guna >88% 3a DIP u >77% 3a PAcBA.

5.3 IIpeakJHHHYHH JAHHH 32 §e301aCHO

HHo3uH aueno6en JUMETIPaHON MOKa3Ba HUCHK MPOQHI HAa TOKCHYHOCT [IPH MYJITHBApAaHTHH OCTPH,
OAOCTPH U XPOHHYHH TOKCHKOJIOTUYHU NTPOYYBAHHA NIPY MMILKH, [UTBXOBE, Ky4eTa, KOTKH H MaiMyHH
npH 1034 10 1500 mg/kg/anerno u nponseexa naifi-HHCKaTa ocrpa nepopansa noza LDse npu 50 metH
MakcUManHaTa TepaneBTH4YHa 103a oT 100 mg/kg/nHerHo.

HBIrOCpOHUTE TOKCUKOJIOTHYHH MPOY4BaHKs MPH MULIKH W IUTbXOBE HE [T0KA3BaT MHAMKALIUH 32
KAapLMHOTEHEH TTOTeHLHA.

CTaHAapTHHTE U3CIC/IBAHHA 33 MYTareHHOCT M in Vive IPOYYBAHHA NPH MHIIKH W ILTBXOBE, KaKTO H iH
Vilro TIpOYYBaHHA BBPXY JHM(OLMTH OT YOBeIKa NepHQEpHa KPpbB, HE NOKA3BAT PasiHKH OTHOCHO
MYTAr€HHUTE e(DEeKTH.

Hama gaHHH 3a nepHHATaIHA TOKCHYHOCT, eMOPHOTOKCHYHOCT, TEPATOT€HHOCT Wi HapyLIeHa
penpoAyKTHBHA QYHKLHS IPH MHIIKH, TUTEXOBE U 3Ly IPH MPOYUBAHHSA € IPOABJDKUTETHO

NMApPEHTEPATHO NMpHIarade Ha 1o3u a0 20 0bTH MakcUMalTHATa NpelopbYHTENHA TEPANeBTHYHA 1038 NPH
xopa (100 mg/kg/nHeBHO) (B3K. TOuKa 4.6).

6. PAPMALNEBTHUYHHA TAHHHA

6.1 Cnuchk HA NOMOIMHHTE BEIIECTBA
Kaprodeno numecre

[fouaon K-25

MarHe3HeB cTeapar

6.2 HecnhBMecTAMOCTH

Henpunoxumo.

6.3 Cpok na roanocr

3 roaAHHH

6.4 CHoenuaanu ycJI0BHA HA ChXpaHEHHE
Ha He ce chxpaHsBa Haja 25°C,

6.5 DBHaH chabpxanHe HAa ONAKOBKATA

Tabnerku ca onakosanu B Al/PVC/PE/PVDC Gnuctepu, coappxkanty 20, 30 win
bvicTeprTe ca OMAaKOBaHH B KAPTOHEHH KYTHA € [IPHI0KEHA JINCTOBKA.




He BcuukH BHIOBE ONMakoBKH Morat Aa ObaaT mMycHATH Ha nasapa.
6.6 Cnendannu npeaAnasHH MepKH NPH U3XBLPJIsHE H pabota

Heu3noa3BaHMAT ieKapcTBEH NPOAYKT HIH OTNAABYHHUTE MAaTCPHAIH OT HEro TpaOBa Ja ce U3XBBPIIAT B
CBOTBETCTBUE C MECTHUTE U3WCKBAHHS,

7. INPUTEXKATEJ HA PASPEHIEHHETO 3A YHOTPEBA
Gedeon Richter Plc.
1103 Budapest,

Gyomro6i at 19-21.
YHrapus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

Per. Ne 20230018

9. JATA HA ITbPBO PASPEITABAHE/TIO/THOBABAHE HA PAZPEIHIEHHUETO 3A
YHOTPEBA

Jara Ha ITbpBO paspeniaBane: 26 sHyapu 2023 r.

10. 1TATA HA AKTYAJIM3NPAHE HA TEKCTA




