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. UME HA JIEKAPCTBEHUSI ITPOJIYKT
02299 (3

FOBSE , 08 -01- 208

Mnocena 500 mg rabiieTku
[noseda 500 mg tablets

7 8 KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika TadsieTka ehubpika 500 mg unosun npanobexc (inosine pranobex).

3a 1'LJIHKASA CIIMCHK Ha ITOMOLHATE BeulecTsa BUkKTe Touka 6.1.

3 JIEKAPCTBEHA ®OPMA

Tabnerka.

Tabnerkure ca 6eiiv Ha uBsT, ¢ npuutipan Haanue INO, 6e3 jienurenia yepra, KpbIi, riiaj k.

4. KJIMHUYHHU IAHHU

4.1 TepaneBTHYHH INOKA3AHUS

Uuocena S00 mg tablieTKH ca 1oKa3anM 3a JICYCHUE WM MOBJIMABAHC HA MTOTUCHATHS WIIH
yBPE/ICH KJICThUCH UMYHHUTET U HA KIMHMYHATA CHMIITOMATHKA [IPU BUPYCHHU UH(PCKIIH,
HaIrpuMmep:

- IpUI/BUPYCHHU MH(EKIIMK HA AUXATCTHUTE IIbTHUILA;

—  XepIliec CUMILIEKC;

- Xepriec 3o0cTep;

- adroszen cromarur;

- [lanujoma BUpyc (KoHuoMara akyMuHara),

- BHUPYCHH XCIIATHUTH;

- Epstein-Barr-supycuu MH(EKLHUH;

~  [ATOMEraJioBupycHa uHGpekuus;

- [0JIOCTBP CKJICPO3Mpalll ITaHEHLEPAJIUT;

- py0OeoJia U Bapulleia;

- MOpOHJIH;

- 3aylIkKa.

4.2 Jlo3MpoBKa H HaYHH HA HPHJIOKCHHC

J1l03upoBKa

Jlo3upoBKaTa ce onpejels oT TeJlecHOTOo Terio (0e3 MacTHaTa ThKaH) Ha 1alMeHTa u
TeskecTTa Ha 3aboJisBaneTo. J{HeBHUAT pueM TpAOBa Jla ce pasrpe/ieiv 10 paBHO 1pe3
yacoseTe Ha OyjryBane.

Buvapacmnu u nayuenmu 6 cmapyecka 8u3pacm

[IpenopbumTelara anesHa jo3a ¢ 50 mg/kg Tenecno rerjo (1 rabierka 3a 10 kg), 06




3 g/HEBHO 10 He IToBeue OT 4 g MHO3MH NPaHOOCKC AHEBHO, NIpUJIaraly rnepopaino B 3-4 no
PaBHO pasjesielin JI031 NPe3 JICHA.

IHeouampuyna nonynrayun

Jleua Han 1-rogumna Bp3pact: 50 mg/kg Tenecho terno (1 Tabnerka 3a 10 kg Teaecuo Terno).

[IpoAbIKUTENHOCT HA JEUEHHETO

Ocmpu 3abonseanus: ipy 3abonapanus ¢ 6up30 passuTHe, OOMYaiHaTa POABIIKUTENHOCT HA
neyenneTo € oT 5 o 14 quu. Jleuenvero TpsORa 1a NpoARIDKYA | MK 2 JHH CJie/l OT3BY4YaBaHE
HA CUMOTOMMTE MJTH IO-ABJIIr0, ciope/l MpeleHKaTa Ha JIEKapH.

Bupycnu 3abonsganus ¢ yovasiceno pasgumue. IE4EHHETO TPAGBA Jia NPOALIDKM | 10 2 ceAMHUH
cnejl OT3BYHaBalie Ha CUMIITOMHMTE WM TO-AbJIr0, COpe/l NpeleHKaTa Ha nexaps.

Pexypenmnu 3aboansanus; 3a HavanHaTa ¢asa Ha JIeYCHHETO Ba)KaT ChUIUTE NIPENOPHKH, KaKTO
1pH octpuTe 3a6oiaBanust. I3 x0Aa Ha MOLIBPKALIOTO JICYCHHE 103aTa MOXKE Ja CC HaMallK Lo
500-1 000 mg (1-2 tabneTku) AHCBHO. [1py NosiBa HA Ha4aJIHK NPH3HALUM Ha PELUUAUB €
HeOOXOAMMO 3aBPLLIAHE KbM QHCBHATA JO3MPOBKA, IpUiaraHa lnpHu oCTpu 3abosBaHNs, KaTo
Ts TpsOBa fa ce NpoABLJKK 1-2 A1k ciell OT3BY4YaBaHE Ha CUMITTOMMUTE., [1pu neobxoauMocCT,
TO3W KYPC Ha Jie4yeHre MOXKE /1 CE MOBTOPH HEKOJIKOKPATHO, B COTBETCTBUE € NPELIEHKATA HA

KJIMHUYHHUS CTATYC OT JIeKaps U 10 HEroBa NpenopbKa.

Xponuunu 3abonsearnun; 50 mg/kg TenecHO TErio AHEBHO, Pa3/IENICHH KaKTO CJIC/IBa:
- acumnmomamuynu cayyau - 30-gHeBeH npueM, 60-1HEBHO NPEKBCBANE;
- aexo uzpaszenu cumnmomu: - 60-aHeBeH npueM, 30-11HeBHO NPEKbCBAHE,
—  meorcko uspasernu cumnmomu: - 90-nHeseH npreM, 30-AHCBHO NPEKbLCBAHE.

Ta3u 103MpoBKa MoXKe Ja Obje NoBTapAHa npyd HeoOXOAHMOCT, a NNaHeHThT TpAbBa na Obe
pocieasBaH, KaKTO IPH peKypeHTHH 3a001sBaHu.

Io3upoBKa NpH CNCLIKANNY TI0Ka3aHuA

BpajaBrild HAa BLEILHWTE I0JIOBU Oprany (condylomata acuminata) viin €H/I0LCPBUKAIIHO-

CBLP3aHU MHPEKLMH ¢ HOBELIKH Nanuaoma Bupyc (human papilloma virus. HPV): 3 g IHEBHO
(2 TabneTKH X 3 MBTH JHEBHO) 3a nNepuojl oT 14-28 aHu, npunaraHi CaMOCTOATENHO HITH KaTo

JACITbJIHEHHE KbM KOHBCHUHMOHAJIHHUTE JIOKAJTHH HIIH XHPYPrUidHA NpoREaYPH, B CLOTBETCTBHUC

CBC CJICAHKTE BPCMEBU rpaduiim:
- HHCKO-PHCKOBM maureHTH (MMYHOKOMNETEHTHH JIMLA WK NMAallieHTH C HUCBK PUCK 3a

PELHAUB): B NPOABIXKEHHUE Ha 14-28 AHM, N103BONABANKM [TIOCTHraHe Ha MAKCUMAJIHO
CBLOTHOLICHKE U3YMCTBaHE/pellHAHB Ha JIE3MUTE 3a 2 UITH NTOBEYE MeEceLa Clle/]
MpeKbeBalie Ha JicueHueTo, €3 npuarale Ha Apyro JCKapCcTBO,

- BUCOKO-PUCKOBH NALMEHTH' (MaLMEHTH C MMYHOAE(HULINT MITH TAKHUBA C BUCOK PHCK 34
PEUUINB): 5 AHK CEAMHUHYHO, B 2 MOCIEAOBATEIHU CCAMULIM HA MECCLIA, B IIPOIABIDKEHUE
Ha 3 Mecela, MOCTHraliKi MaKCUMATHO ChOTHOUICHME U3MUCTBAHE/PELUMB Ha JIE3UHUTE

J10 Kpas Ha TPETUs MECeLl OT JICUEHHUETO.

Tazu no3upoBka Moxe Jia ObJe nosrapaia npu Heo6XOAUMOCT, a NAUMEHTLT TpAOBa /ia ObJe
[pOCNEeAABaH, KAKTO NMPU peKypeHTHY 3abonaBanus.

|. [Npodunnte na nanMeHTUTE ¢ BUCOK PUCK 33 pELUANB HITH C LICPBHKAJIHA JXCILIA3HA, MIIH C
renuTaniyu OpanaBuLy ca CXO/IHU C TE€3HW NIpH APYrH 3ab0aBaHKs U BKAIOYBAT!
. WMYHOJCMPCCUA, IbJXKALLA CE Ha:
|. anamHe3a 3a XpOHMYHH WIIM PEKYPEHTHH HH(PEKIINH HITH APYTH CEKCYATHO
npeiaBaiy Gonecty (sexually transmitted disease, STD);




2. TPOTHBOPAKOBA XMMHOTEpAIus,
3. exejHeBIa 30oynoTpeda ¢ anKoxol;

. NPOALIKHTENNA YnoTpe6a Ha nep OpalHK XONTPALENTHBH (IT0BEYE OT 2 rOAUHH);

. KOHIIEHTpaLu1s Ha donat (con/ectep Ha ¢oaueBaTa KHCeJMHA) B epUTPOIUTHTE
<660 nmol/l;

. MHOI'OBPOIHN CeKCyaniy NMapTHLOPH WIIK MPOMSHA Ha MOCTOAHEN MAPTHHOP;

. YCCTH BarMuajHu ceKcyanHu KORTaKTH (= 2-6 ce/AMUUYHO) WK aHalleH CCKCyalleH
KOHTAKT;

. aTONHA (BPOAEHO NPEAPAsIONONKEHHE KbM CBPBXHYBCTBUTE/IHOCT);

. HeneKyBaH 3axapen Juaber;

. [MPOABJIXKUTEIHO TIOTIOHOMYUICHE;

. reHuTamiM 6pajaBuLy B IPOAB/DKEHHE Ha >2 FOAUHH MY >3 HEYCNIEWHHU JICHECHHA,
OlUCaHK B allaMHE3aTa;

. OTCHLCTBHUE 1A aHAMHECTHUYHHM JlaHHH 33 OpadaBuLiM 110 KOXKaTa B ASTCTBOTO.

JloaupoBka Npy cyGaKyTeH ckiepo3Hpaly naxdeHuedanut (subacute sclerosing panencephalitis.

SSPE): 100 mg/kg TenecHo Terno AHEBHO, A0 HE NoBeYe oT 3-4 g, NPOABIDKHTENHO, IIPH
PEMOBHO IPOCIIC/SBaHE HA CHCTOAHMETO Ha MALMENTA H HA HEODXOAUMOCTTA OT YAbJKABAHE Ha

JICHEHHCTO,

Hauun _Ha npHiaoxeHue

To3K nekapeTBen POAYKT € NpeIHa3HaveH H3KIMOYHTETHO 338 NEPOPaIi0 NPHUIIOXKEHHE.
JTuesHUAT npyeM TpabBba ja ce pasfpe/eiy 110 paBHoO npe3 4acoBeTe Ha OyayBaHc.

3a ysiecHsABaHe Ha NoribL@aieTo TabneTkara MOXKe J1a ¢e CUynu M pasTBOPH B MAJIKO
KOJIMUECTBO OBKYCEHA TEHHOCT 10 BPEME HA IIPUCMAHETO.

4.3 IIporuBonoxkazanus

Muocena He tpsabsa ga ce ripunara:
- [MpY NALMUEHTH C H3BECTHA CBPDLXUYBCTBUTEIIHOCT KbM JICKapCTBCHUA NIPOAYKT
MM KbM HAKOE OT MTOMOLLHHUTE BEILIECTBA,
- py NalUEHTH, TOHACTOSAIIEM CTPaJlallid OT nojarpa,
- Py NalUeHTH C MOBHINEHU CTOMHOCTHU Ha MUKOYHATA KHCEIIMHA B KPBBTA.

44 Cuenpajany NPCAYNPCKIACHHA H NIPEANAa3HH MEpKH 1IpH ynorpeba

Uiocena MOXeE Aa [MPHYMHK ITPEXOJIHO NOBULLIEHUE Ha H3XOAHMTE HUBA HA ITHKOYHATA
KMCC/IMHA B CEpyMa M YpUHATa, KOUTO OOM4aiHO OCTaBaT B HOpMAIHUTE I'paHiiy (MpHeMaiKu

8 mg % win 0,420 mmol/l, cLOTBETHO, KaTO ropHa rpalHuLa), 0COOCHO NMpPH MbKETE U
jacTapsdBallaTa Tonyaauus oT aAsara rona. [TIoBHILIaBaHETO HA CTOHHOCTHTE HAa MMKOYHATa

KUCENIMHA CE AbJKW Ha KaTabonMuTHUA MeTaboIN3bM Ha HHO3MHOBATA ChCTaBKa Ha NMPOAYKTA
Mpy Xopara JIo NMKO4HA KuceliHa. To He ce IbJIXXKH Ha OCHOBHH JICKApCTBCHO-HHYLIMPaHH
[IPOMEHM B aKTUBHOCTTA Ha EH3UMHTE WJIH B NIPE4YUCTBAIIATa PYHKIKA Ha OLOpeunre.
CnegoBartenno, Muocena Moxe Jia ce npuaara ¢ OBHUIeHO BHUMaHHE NPHU NALHCHTH C
AaHAMHECTHYHH JIaHHH 3a 1ojiarpa, XuNepypuKeMHs, yponuTHasa UitH 1pHU NalKEHTH C
HapyuieHa 6b0peuna dyHkiums. [1o Bpeme Ha Jie4eHHeTo, CTOMHOCTHTE Ha MTUKOYHATA KHCEJIMHA
Mpy TE€3M NauUeHTH TPAOBa Jla ce NpociieAABaT pEAOBHO.

[Ipu HAKOM MHAMBUIM MOXE Jia HACTBIIAT OCTPH peakiHK Ha CBPbXIYBCTBUTENHOCT
(ypTHKapm4, anruoesieM, anadunaxkcus). B Tesu cinydau, neuenuero ¢ Muocena tpabea na 6bae

NnpeycraopCHoO.




[Tpy NPOABLIKMTENIO JICYEHME € BE3MOXKHO 0Opa3syBatie Ha KaMbHU B OnOpeuuTe.
CTOMHOCTHTE i1a MMKOYHATA KUCETMHA B CepyMa W/UM YpUHATa, YepHOAPOOHHTE
GYHKLUMOHAIHK H3CNeaBaHNs, KPbBHATA KAPTHHA ¥ OBOPEUHNTE QYHKLIMOHAIHHN M3CTICIBAHUS

TpsbBa a ce NPOBEPABAT PELOBHO NPH BCHUKH NALHECHTH Ha NPOBIDKUTENIHO JICUCHHE C
Huocena.

4.5 Biaumojciicreue ¢ Apyri JIeKaApCTBEHH NPOAYKTH H APDYTH dopMH Ha
B3aHMO/ICHCTBHE

JlexapcTBEHMAT MPOJYKT Tps6GBa Aa ce U3I10J13Ba C MOBHILEHO BHMMAHWE NPH CAHOBPEMEHHO

NpWJarane ¢ HHXMOKTOPH Ha KCaH THIIOKCH/a3a (anonypuHoItl) KW YPUKO3YPHUHIIH CPEICTBA,
IMYPETHLM — THA3HJ(HH AMYPETHLHM (KaTO XUIPOXIOPOTHA3H, XJIOPTATHIOH, HHJIANaMH /1) HIH
[MypeTHLH, IOBIMABALLM excpelusaTa npe3 6pbpeunara Spumka (kaTto dyposemull, TOpa3eMHUL,
eTakprHOBa KUCEIIHHA).

MHocena MOXeE /1a ce NpuJjiara ciejl, HO He U SAHOBPEMEHHO C KMYHOCYTIPECHBHH CPEACTBA, ThH
KATO € Bh3MOXHO yIpaxHsaBale Ha GapMakOKHHETHYHO MOBIHABAHE BBPXY XKENaHUTe JieueOHH

eeKTH.

Exsospemennara ynorpeta ¢ asugotuMuani (azidothymidine, AZT) ysennuapa o0pasyBaHeTo
Ha AZT HYKNeoTH/IM Ype3 MHOXKECTBO MEXaHH3MH, BKJIHOYBAIIIM NOBHLIEHE ONOHAIMHHOCT HA

AZT B kpbBHaTa 111a3Ma ¥ NIOBUILIEHA UHTpaLeNyIapHa Gocopunanns B MOHOLIUTUTE Ha
yoBelIKaTa KpbB. B pesynraT Ha ToBa, MHocena nosuiuasa Bb3faencTBHeTO Ha AZT.

4.6 PepTRIANTCT, OpEMEHHOCT H KbpPMCEHE

JIMnceaT KOHTpONUpany Npoy4dBalns, NpociesBally pucka 3a (peTyca ¥ HapyllaBaHeTo Ha
depTranTeTa NpU Xopa. He € H3BeCTHO Aalld MHO3HMH NPaHOBEKC C& EKCKPETHpa B MaHvMHaTa
kbpma. Eto 3aine, Uiocena e TpsabBa aa ce npunara no speMe Ha OpeMEeHHOCT MIIH KbPMEHE,
OCBCH aKo JCKapsAT HE NPEUEHM, Y€ MOA3UTE HAABHINABAT NOTCHLHATIHHS PHCK.

47 EdexTi BLPXY cuocodHocTTa 32 I10hHpane n pabora ¢ MALIHHH

UHocena He IIOBIIUABA WM NIOBNMNABA NpeHebpexymo cnocobHOCTTa 32 HiopHpaHe H padoTa ¢
MaLlHHH.

4.8 Hexenanu jieKapcTBEHH peakiHH

[lo BpeMe Ha nedyenuero ¢ Muoceaa, eqMHcTBENaTa MOCTOSHHO HaboAaBaHa JIcKapCTBEHO-
CBBbp3aHa HEXENaHa peakilds 11py Bb3pacTHH, KaKTo U B [IeAHaTpHYHaTa nonynagus, €
NpexojHo 1osuieHue (06HUaiHO ocTaBauo B rpaHULMTE HA HOPMATA) HAa CTORHOCTHTE Ha
MAKOYHATA KMCEJIMHA B CCpyMa U YpPHHATA, KOMTO OOMKHOBEHO C€ 3aBPBIIAT KbM W3XOHHTE CH

HUBA HAKOJIKO LU CJICA Kpasd Ha JICHECHUCTO.

Hexenanure peaxkitdi ca 1eHHHAPAHU 10 4eCTOTa ChriaacHo KoHseHlMATa Ha MedDRA: MHoro
yecTd >1/10, uectu >1/100 no <1/10, neuectn >1/1 000 mo <1/100, peaku >1/10 000 go <1/1
000, muoro peakn <1/10 000, ¢ Heu3BecTHa YecTOTa (UECTOTATa HE MOXKCE Aa CC ONPEACIIHH OT

HAJIHHHHTC d4dHHH.




Muoro 4dectH

Hzcnedeanus [loBHILEHY CTOMHOCTH HA MHKOYHATa KUCCNUHA B KPLBTA U
ypHvHara

Yecrn

Cmomauino-4peecru [TosprillaHe, raicHe, AMCKOMGOPT B €MUracTpuymMa

HOADYULECHYUA

O6uwyu napywerius u eghexmu | YMopa, HepasnooKeHKRE
HA MACIMOMO HA NDWIOJCEHUE
Hacneosarnus [TosuieHH CTOMHOCTH Ha ypeATa B KpbBTa, [1T0BHLICHH

cTOHHOCTH Ha TPAHCAMHWHA3UTE, ITOBHINEHH CTOHHOCTH Ha

ankamHaTta ¢ocgaraia B KpLBTa
Hapywenua na xoxcama u O6pwus, npypuTyc

NOOKOJICHAMA MbKAH
Hapywenusa na neperama I"naBobonue, BEPTUIO
CUCIEMA
Hapywentsn na Mycxyano- Aprpairus
CKe/lemHama cucmema u
CLeOUHUMERHAIMAQ NTHKAH
Heuecrn
Cmomauno-upeariu Jnapus, KOHCTHNALMS
HapYwenus
Hapywenua na nepenama COMHONEHTHOCT, HHCOMHHUS
cucmema
Hcwaqny napywenus HepsHocT
Hapywenua na 6wopeyume u | Ilonnypns
NUKOYHUME

CneqHHUTE HEXeNay peaklMy ca ChOOILEHH TPYU MOCTMApKETHHIOBOTO HabJIoAeHHE.
YecTOTATa, C KOSTO Bb3HUKBAT, HE € H3BecTHA (OT HaNHYHHUTE JaHHU HE MOXE Jia ObJe

HanpaBecHa OLEHKA).

Cmomawno-upegnu boJika B ropHaTa 4acT Ha Kopema

HAPYWEHUS

Hapywenusa na umynnama AHIMOEAEM, CBPBLXUYBCTBHTEJIHOCT, YPTHKApU4,
cucmema aHadUJIaKTH4YHA peaKius

Hapywenus na nepsnama 3aMasiHOCT

CUCHEMA

Hapywenusn na xoncama u | EpUTeM

nOOKOICHAMA

Crnobulapate Ha n003MpaH HEXKEIaHH peakliHy

Cbo6iiaBaHeToO Ha I10/103UPaHK HEeXelaHU peakLMK clell pa3pellasaHe 3a ynorpeba Ha
JIEKapCTBEHMA MPOAYKT € BaXKHO. ToBa NO3BOJISABA Ja NPOJALIKH HabMOACHHETO Ha
CHLOTHOMIEHMETO TOJI3a/PUCK 3a TIEKAPCTBEHUS APOAYKT. OT MEAULHHCKHTE CNICLIMATIUCTH CE
M3MCKBA J1a ChOOIIARAT BCAKA TOJA03HMPaHa HEXETaHa peaKlHs upes:

ManpiHuTeHa areHiys 1o JIeKapcTpaTa
yi. ,Jamsan ['pyer” Ne 8

1303 Codus
Ten.: +359 2 8903417
yebcaliT: www.bda.bg




4.9 IIpexosupane

Hsma onuT ¢ npejosrpale ¢ MHO3MH npaHobekc. Bee nak cepro3Hy HEXeNlaHy PeakLMK, OCBCH
[IOBHILICHUTE HKMBA HA TIMKOUYHA KHCEJIWHA B OpraH13iMa, ca MaJikO BEpOATHH, NPEABHI
PE3YNTATUTE OT MPOYUBAHULTA BbPXY TOKCUYHOCTTA NPH XKUBOTHH. JleueHueTo TpsaOBa 1a Obae

OrpaHRYCHO 10 CUAMIITOMATUYHH W NTOJABPHKALLH MECPKH.

5, GOAPMAKOJJIOI'MYHHU CBOUCTBA

5.1 @apmakoaunaMH4YHH CBOHCTBA

MdapmakoTepanesTHUHa rpyna: aHTUBUPYCHHU CpeACTBA 38 CHCTEMHO NMPHIIOXKCHHUE,
AHTHBHPYCHH CPCUCTBA C NMPSIKO ACHCTBHE,

ATC xon: JOSAXO0S.

MHo3uH npanobexke € CHHTETHYHO NYPHHOBO MPOM3BOAHO CHMYHOMOIYJIHpALIA ¥ AHTUBHPYCHH
CBOICTBA, KOMTO Ca PE3YJITAT OT ABHO in vivo YCUIIBaHE Ha UMYHHHS OTTOBOP Ha NPpUCMAILu,

BCJICACTBHE Ha JIEKAPCTBEHOTO ACHCTBUE.

KnuHuyHuTe Npoy4YBaHys [OKa3eaT, Ye HHO3MH NpaHoOeKC HOPMANIU3Upa HEOCTAaTEYHNA HITH
HapyLIEH KNETLUHO-MEJIMNPat HMYHHUTET (10 U3XOJHUA 3@ OpraH13Ma), Upe3 NpeAU3BHKBAHETO
na tun Thi oTrosop, KOHTO HHUIMKUPA Y3pABaHETO M Audepenpatero Ha T TUMPOLUTHTE, H
NOTEHLUMPAlICTO HA HHYUHpaHHUS JTUMGONpPONGBEPATHBEH OTIOBOP B MMTOICH- MIIK AHTUTCH-
aKTHBUPaHUTC K1eTKH, [To nojio6en HaYuH NEKapCTBOTO MOJ1yJIMPa LMTOTOKCHYHOCTTa Ha T-
NMUMAOLIMTHTE U Ha CCTECTBEHUTE KIETKU-yOuiiLM, dyHkuuuTe Ha T8 cynpecopuute 1 Ha T4
XEeIEPHHTE KIETKH, a CLLUIo noBuiasa 6pos Ha IgG ¥ KOMNJICMEHT-NOBBPXHOCTHHTE MAPKCPH.
MHo3uK npanobeKe yBeandyasa NpoW3BOACTBOTO Ha UMTOKKH IL-1 M nognomara rnpoayKuuaTa
Ha IL-2, kaTo perysinpa Bp3x0Aawo ekcripecuaTa Ha lL-2 peuentopa in vitro.

Tolt yBennuaBa 3na4nTe/IHO eHjloreHHara cekpeuus Ha IFN-y u nnamansasa in vivo npojlyKiuara
Ha IL-4, Cbl10 TaKka € noKa3aHo, Ye Toi noTeHuMpa ¢arouuTo3ara ¥ XeMOoTakcHca Npu
HEYTPODUNKTE, MOHOLMTUTE ¥ MaKpogarure,

B u3cneaBanus in vivo MHO3UH NpaHobeKe noarnomara NOTEHIMPAHETO HA NMOTUCHATUS CHHTES U

TpaHCcNauMoHHa cnocoGHOCT Ha HHpopMatMoHHaTta (MatpuuHa) PHK (mRNA) na
nMMQOLMTHTE, KaTo chlLUeBpeMeHHO HHXHOUpa cuHTe3a Ha BupycHara PHK nocpencraom Bee

O1LE€ HCHU3ACHCHHU CTCIICHH Ha.

1) HHO3MH-MEAHHPAHO BKIIOYBaHE HA OPOTOBA KUCE/IHHA B MOJUPHOO3OMHUTE,
2) WHXUOMpalie Hia 3a1aBsHeTo Ha NnoaunajieHn1oBaTta kucenmna xeM HPHK Ha Bupyca;
3) MOJIEKYJISpHA pCOpraHu3alMs Ha JIUMQPOUNTHUTE BLTPEMEMOPAHHH JTA3MCHH HaCTHUU

(intramembrane plasma particles, IMP), koeTo BOAM A0 NTOUTH TPUKPATHO YBEIUHCHHUE HA
RJIBTHOCTTA UM,

Uuo3un npanobeke unxnbupa docdoauecTepasarta Ha LMKIMYHIA TyaHo3ul 37, 5’MoRodocdar
(cyclic 3°, 5’-guanosine monophosphate, cGMP) camo npu BHCOKH KOHUEHTPALIMK {1 vilro U
[IpWU HKHBA, HCBKJIIOYCHH B POSBUTE HA MMYHO(DapMaKONIOrHUHUTE CEKTH in Vivo.




52 (dapMaKOKHHETHYHH CBOHCTBA

Abcopbuus
[IpHIIOXKEH NEPOPAIHO IPH XOpa, HHO3KH NpaHoGeke ce abcopbupa 6bp30 v nanwao (>90%) or

CTOMAIUHO-4YPCBHHA TPAKT M NPEMUHaBa B KpLBTa, CbI0 TakKa clief 1epopaiHO NPUTOKECHHE
npu MaitMyHH ot poaa Macacus rhesus 94-100% oT HHTpaBEHO3HUTE CTORHOCTH Ha
komnoHeHtute Ha DIP [N,N-aumerunamuno-2-nponadon] u PAcBA [p-aueramnHoOeH30€eHa

KHCeNHHAa)] ¢ OTKpHBAT B YpHHaTa.

Paznpeaenenne
Cnen npunaraiero Ha JieKapcTBeHHs NPORYKT H HErOBH KOMITOHEHTH 11pH MaMMYyHH €

YyCTAHOBCHO pajinobensi3alo KOJAMYECTBO B CICRHUTE TbKaHU - N0 pejia Ha HU3XoAdlara
cneurduuna akrusiocr: 6u6peny, Genu npodose, yepeH Apod, chple, Aanak, TECTHUCH,
naHKpeac, MO3LK ¥ CKellcTiia MYCKYJaTypa.

buorpanchopmaius
Cnen nepopasjei IpHeM Ha paJuoaKTUBHO MapK1paHa A03a oT | g MHO3MH NpaHobeKe npy xopa

yCTaHOBEHHTC NasmeHn 1iusa 3a DIP u PAcBA ca 6unum crorserho: 3,7 pg/ml (cnen 2 4aca) u
9,4 pg/ml (cica 1 wac). B npoyusanus BbpXy NOHOCHMOCTTA Ha 03aTa IpHU XOpa MMKOBOTO
[MOKAYBAaHE Ha HUBOTO HA MMKO4HA KHUCENHMHA Clie] NPUEMA, KATO MAPKA 38 BHCCEHHUA C
NeKapCTBEHUA TPOJAYKT HHO3MH, He ¢ JIMHEeHHO U Moxe J1a Bapupa ¢ +10% B paMkuTe Ha 1-3

Hacld.

EnuMHUHUpaHe
[Tpu AHeBHA 1032 OT 4 g B YCAOBHUATA Ha pABHOBECHO ChCTOSHHE, 24-4acoBaTa EKCKpELHA B

ypuHara Ha PACBA ¥ Helilina ocloBeH MeTaboIMT RocTyra 1o 0KoJio 85% OT npuiioXeHara
no3a. 95% ot ycralnopenara pajMOaKTHBHOCT B ypuHara, AnjnKauia ce Ha DIP, unga ot
nemeraBonusupanus DIP u terosus N-okcua. Bpemero 3a nonyenumunupatie € 3,5 vaca 3a DIP
u 50 munytd 3a PACBA. Tpu xopara ocHosHusT MeTabonut Ha DIP ¢ N-okcun, a To3u Ha
PACBA - o-aimnrniokyponu/i. OnuTure ¢ paiHoM30TONH ¢a HENOAXOAAUIN IPU X0pa, ThH KaTo
MHO3MHOBATA CHCTABKa ce KaTabo/iM3Kpa 1o NLTH Ha NYPHHOBOTO pa3rpaxiane 10 NHKOYHa
kucenuua. Clies) repopanto npuioxeHue Ha TabiieTka npy XXUBOTHY %0 okono 70% ot
[IPUACIKEHUA HHO3HWH MoxKe a 6b)1e ycTaHOBEH noA ¢opMarta Ha NUKOYHA KHUCENIHHA, a
OCTAaTLKBT - KATO HOpManHuTe MeTabONMTH KCAaHTHH M XUITOKCAHTHII.

buoHanuunoct/IInon noa kpusara (AUC)
B ycnoBHaTa Ha paBHOBECHO CLCTOSHHE CTOMHOCTUTE B ypHHaTa 3a cheTaBkarta PACBA u

HeliHMs meTabonuT ca >90% ot ouakBaHWTE 3a pa3TBopa. CtoiiHocTHTE 3a cheTaBkaTta DIP v
HeitHus MeTabonuT ca >76%. B naasmara nnoiyra nog kpusata (AUC) € >88% 3a DIP u >77%

3a PAcBA.

5.3 IlpeakaMHRYHM JaHHH 3a DezonacHoCT

MHo3un npanobekc 1oka3za HUCLK NPpoguil Ha TOKCHYHOCT NIPH MYJITHBAPHAHTHY NPOYYBaHUS
BhPXY OCTP4, [10JI0CTPA M XPOHHMYIIA TOKCHYHOCT [IPH MHUUIKH, I1BX0OBE, KYyUeTa, KOTKH U
MakMyHH B J1031 J10 1 S00 mg/kg/aneBHO U naBa Hali-HUCKaTa cpejHa Jietania Ao3a (LDsp) 3a
OCTpa TOKCHYHOCT CJIE/] IEpOpalTHO MPHIOKEHHE, Ha/iBHIIaBalua S0-KpaTHO MaKCHManHara

tepanesTHuHa J103a oT 100 mg/kg/nuesHo.

HPDII'IJHH{HTEHHH TOKCHUKQJIOI'MYHU NPOYHBEHUA 1[1PY MHUUIKH K [UIBEXOBE HC TIOKa3Bat
KApUUROIMCHCH MNOTCHIIXAJL,




CTaHAapTHHU U3CIeABAHHSA 3a MYTAr¢HHOCT W {4 Vivo NPOYy4Batus NPH MHUIIIKH H MIBXOBE, KAKTO
| in vitro NpoyuBaHKs BHPXY JIMM(POLUMUTY OT HOREIIKA fepudepHa KPbB He nokazpat abepaHTHH
CBOUCTBA.

HsiMa 1aHny 3a nepyiHaTaliHa TOKCHYHOCT, EMOPHOTOKCHHHOCT, TEPATOTCHHOCT HITK HapyllleHa
PENPONYKTHBHA (DYHKUHUS NIPY MULLKH, [IJTLXOBE U 3aH1H TPU POYUBAHHUA C MPOABIKHUTEIHO
napeHTepaHO NpHaaraHe Ha 103y, HaaBHLaBauy 20-KpaTHO MakCHMaiHaTa NpenopLYNTE/IHE
TepanesTHUHA A03a npu xopa (100 mg/kg/nHeBuo). (BK. ChUIO TOUKA 4.0).

6. GOAPMAUEBTUYHHU JAHHMH

6.1 CnucbK HA NOMOIIIMTE BEILECTBA
[lapeRHUYHO HULNECTE

[Toruaon K-90

Mukpokpucraiana Henynosa

CTeapvHOBA KUCEJIMHA

MarHe3des cTeapar
[TpeuncTtena Boaa

6.2 HecwvBMecTHMOCTH

Henpunoxxumo.

6.3 CpoknaroaHoct

5 roaunm.

6.4 CneuHajHu YCJIOBHA HA ChXPaHCHHE
Ila ce cuxpansapa noja 25°C

6.5 Buawv chanpxKaHHe Ha ONAKOBKATA

Muocena 500 mg tabnerku ca Genu Ha UBAT. ¢ npuHTHpad Haanuce INO, 6¢3 aennrenna yepra.

KpbIM, rnaaku. Onakosauu ca B Henpospaudu PVC - PVDC / Alu Gnincrepi. ceabpxaiin 10.
20, 40 nau 100 TabneTiy.

He BCHuKH BUI0BE ONAKOBKW MOraT 2a ObJar nycHary B npojaxoa.
6.6 CrneunajHu npeanazHy MEPKH IPH HIXBLLIAHE

Henznon3sanuaT JekapeTBed NPOAYKT HIK OTNAABbYHHTE MATEPHAIH OT Hero TpsadRBa ja ce
H3XBBPJIST B ChOTBETCTBUE C MECTHUTE W3HCKRAHKS.




7. NMPUTEXATEJI HA PAZPELHIEHUETO 3A YIIOTPEBA

Bopna Meaucune Espona EOOQ/]
ya. ,,bopuc Pymenos” 16
1407 Codusa, bvarapus

8. HOMEP(A) HA PABPELLUEHUETO 3A YHOTPEBA

Per. No: 20220013

9. JATA HA ITBPBO PASPEHHABAHE/TTOJHOBABAHE HA PASPEIHEHUETO
3A YITOTPEBA

Jlata Ha nbpBo pazpewasane; 10.01.2021
aTta Ha NOCHeAHO NMOAHOBABAHE:!

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

1172025
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