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1. HME HA JIJEKAPCTBEHUSA IPOAYKT ; U3IMLAHATENHA ATEHUINS NO NEKAPCTBATA
KDBMKE XBPAKTEPUCTIUNKA HA NPOGYKMA - TTpUAGHEHUS |

Hrocena 500 mg TabneTxu Kom Pea. Ne 019200/3 ......
Inoseda S00mgtablets oy a o S .
Faspewsrue Ne £€//77Hﬁ—f‘?j? 7j
; 10, 01, 2072
2, KAUYECTBEH M KOJJMUECTBEH ChCTAB $090606HU8 e o.vvovvricvrsonn T -

Beska Tabnerxa cerbpxa 500 mg rHo3uH npanobekc (inosine pranobex).

3a ITLIHMA CITMCHK Ha TIOMOIMHATE BelmecTBa BIXTe Touka 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka.

TaGneTkaTe ca 6eH Ha 1BAT, ¢ npuaTHpad Haguac INO, 6e3 AenuTeNHa 9epTa, KPBIIM, MAIH.

4. KJIAHUYIHHA JAHHHA
4.1 TepanesTHYHH MOKA3AHHA

Wuocena 500 mg TabneTkH ca MOKA3aHH 3a JIeYeHHE WA MOBTHABAHE HA NOTHCHATHA HIH
yBpeeH KIEThYeH HMYHHTET M Ha KITHHUYHATE CHMITOMATHKA NP BUPYCHH HEGDEKIUH,
HalpUMeED:

- rpun/BEpycHH REQEKIMH Ha AMXaTeNHATE TBTHILA,

-  XEpnec CHMILIEKC;

- XepIec 30CTep;

- adTo3eH CTOMATHT;

- namwIoMa BHpYC (KOHIHIOMATa AKyMHHATA);

- BHPYCHH XCIATHTH;

- Epstein-Barr-BapycHE HHpEKIUH;

~  HMUTOMETATOBHPYCHA HHEKIHI;

- IOJOCTHP CKJIEPO3pAIN MaHCHNEeATHT;

- pyOeona u BapuIena;

- Mopbunx;

- sayuka.

42 Jlo3HpoBKa H HAYHH HA NPHIOGKCHHE
Jlo3HpoBKa
JIO3HpPOBKATA Ce ONpeeN OT TENeCHOTO Tero (Be3 MacTHaTa THKaH) HA DAllHEHTa H

TexcecTTa Ha 3abosaBaneTo. JJHEBHHSAT [IpHeM TpI0Ba Ja Ce pasHpeend o PaBHO Ipe3
gacoBeTe Ha OyayBane.

Buvipacmuu u nayuenmu 6 cmapuecka 6v3pacm

IpenopruuTenHaTa AHEBHa 103a € 50 mg/kg TenecHo Tero (1 Tabnerxa 3



3 g/nHeBHO 10 HE NOBeYe 0T 4 g HHO3HH MPaHoOEeKC AHEBHO, TIPHUIIATaHH NICPOPATHO B 3-4 o
PABHO pa3fieicHH JO3H Npe3 ASHS. :

ITeouampuuna nonyrayus
Jlena Haz 1-rommmHa BE3pacT: S0 mg/kg Tenecuo terno (1 Tabnerka 3a 10 kg TeecHO Tero).

HQOEEJ’DI(HTCJIHOCT Ha JIC9CHHACTO

Ocmpu 3abosaeanus; ipu 3abongasanusa ¢ 63p30 paseuTHE, 00MUAKHATA IPONBIDKUTEAHOCT HA
nederneTo e oT 5 1o 14 mum. Jlesenunero tpa6Ba xa npoXbKH 1 WK 2 HHA Clex OT3ByHaBaHe
Ha CHMIITOMHTE WJIH II0-IEJITO, CIIOpe] MpeilcHKaTa Ha JICKaps.

Bupycru 3aboaseanus ¢ yObaiceHo pazeumue. edeHAETO TPAOBA a NPOIBIKH 1 10 2 CeAMHLM
¢JIel OT3By4YaBaHe Ha CHMIITOMHATE HIIH NO-TBIITC, CIOPE IIPCIEHKATa Ha IeKap4.

Pexypenmnu 3aborneanus: 3a Hadanaata ¢asa Ha JedeHHETO BAXAT CHIIHTE MPENOPEHKH, KAKTO
npH ocTpuTe 3a00/MBadHAA. B X0/1a Ha IOANBPXKAMIOTO JICYCHHE JO3aTa MOXE ia C& HaMaM (0
500-1 000 mg (1-2 Tabnetku) nueBHO. [IpH NMOsLA HA HAYAIHH MPH3HALM HA PCIHAMB €
HeoOXOIMMO 3aBpEINAaHE K6M JHEBHATA JO3UPOBKA, IPHIIATaHa IPH OCTPH 3a00JIBAHMS, KATo
T4 Tps6BA Ja c€ MPOALIAY 1-2 JHU cie OT3ByYaBaHe Ha cuMnToMuTe. [IpH HeoGxomMMocT,
TO3H KYpC Ha JIEUeHHE MOXKE 1a C€ MOBTOPH HEKOIKOKPATHO, B CBOTBETCTBHE ¢ IPCHCHKATA HA
KIMHEYHHSA CTATYC OT JIeKaps M 110 HeroBa IpernophKa.

Xponuunu 3abonssanus: 50 mg/kg TenecHo TETNIO JHEBHO, pa3fielieHH KaKTo ClIeBa:
- agcumnmomamusHu cry4au - 30-mHeBeH npreM, 60-THEBHO MMPEKECBAHE;
- neKo uspasenu cumnmomu: - 60-1ueBeH npueM, 30-THEBHO MPCKBCBAHE;
- meoicko uspasenu cumnmomu: - 90-HepeH npaeM, 30-IHEBHO IPEKBCBAHE.

Tas® JO3MPOBKA MOXE Ja GBlie IOBTapAHA NPH HeoOXOAMMOCT, a MIAHEATET TpAOBa 1a Gbhze
npocnesBaH, KakTO IPH PeKYPEHTHH 3a00/ABaHHS.

ﬂo:mmmca IIpH CIICIHATHY IMOKa3aHng

BpagaBuLM Ha BRHUIHETE OJIOBH opranu (condylomata acuminaia) WiH €HIONEPBUKANHO-
CBBP3aHH HHOEKIUM ¢ YOBEIIKA Nanujioma Bupyc (human papilloma virus. HPV): 3 g nHeBHO
(2 Tabnetku X 3 TBTH ZHEBHO) 3a mepuof OT 14-28 xum, IpUnaradd CAaMOCTOATENHO HIH KaTo
JIOIbJIHEHHE KbM KOHBCHIMOHANHATE JIOKATHY HITH XHPYPIHYHH TPOLEAYPH, B CBOTBCTCTBHE
CEC CIIEJHATE BPEMEBH rpadHIIH:

- HHCKO-PHCKOBH NAHEHTH (MMYHOKOMIIETCHTHH JIHLA HIM MAITHEHTH ¢ HHCHK PHCK 34
PEHHMB): B POALIKEHHE Ha 14-28 NHA, MO3BOJMBANKH IOCTHIAHE HA MAKCHMAJTHO
CHOTHOIICHHE H3YHCTBAHE/PEIH/IUB HA JIESHHTE 32 2 HITH I0BEYe Mecena cell
IPeKBCBAaHE Ha JIedeHUETO, 63 npuiarade Ha APYTO JICKApCTBO;

- BHCOKO-DHCKOBH IALMEHTH'® (IALHEHTH ¢ AMYHO/e(HIUT HIIH TAKABA C BHCOK PHCK 3a
pemuauB): 5 THH CEAMHYHO, B 2 MOCNEAOBATENHA CEAMHIIM Ha Mecelid, B IPOAb/DKCHAS
Ha 3 Mecena, MOCTHTAKKE MaKCHMANHO ChOTHOIICHHE H3UHCTBAHE/PELM/IMB Ha JIE3HATE
10 Kpas Ha TPETHA MECELL OT JIEUCHHETO,

Tasn 103EpOBKa MOXe J1a 6B/I¢ MOBTAPAHA IPH HEOGXONUMOCT, 4 IANAEHTHT TPAOBa /ia Oble
NPOCIIeASBaH, KaKTO IpH PeKYPERTHH 3200MABaHHs.

! MipodunnTe na NAHEHTATE ¢ BUCOK PHCK 38 pEIHAMB I C LEPBHKLIHA JHCIIA3AA, HIK C e
OpanaBHIH ca CXOAHH ¢ Te3H NpH APYrH 3abofdBaHuA H BKIIOYBAT:
. UMYHOZeNpecus, ObMKaMla ce Ha:
1. aHaMHe3a 3a XPOHWYHH IIIH peKyPeHTHH HHGEKIHY HIH APYTH CCKCYAIHO
(sexually transmitted disease, STD);
2. [pOTHBOPaKOBa XHMHOTEpamHA,



3. exenHesHa WOyMoTpeba ¢ ANKOXON;
. TIPOILIKHTENHE YNoTpea Ha nep opaliHy KOHTpaUeNTHBH (TioBete oT 2 FOJHHH);

. KOHHEHTpanua Ha Jonat (cos/ectep Ha (oIMEBATA KUCEIHHA) B epHTPOINATHTE <660 nmol/l;

. MHOTOOpOHHE CEKCYANTHH NAPTHREOPH WK NPOMAHA HA NIOCTOAHEH MAPTHLOP;

. YECTH BATAHAIHN CEKCYANHM KOHTAKTH (> 2-6 cenMPIHO) MH aHaTeH CeKCYaneH KOHTAKT;

. aronus (BpoACHO NPSAPA3NOIMKEHIE KbM CBPBXYYEBCTBHTENHOCT);

. HeNeKYBaH 3axapeH nuaber;

. [MPOABILKHTENHO THTIOHONYHICHS;

. PeHHTAIHH OpafaBKIH B NPOSRIKEHHE Ha >2 rofuHE MWIH >3 HeYCIEIINY JeueHNsA, CIIHCAHH B
aHAMHE3ATa;

. OTCBCTBHE Ha aHAMHECTHYHY /IaHHK 32 OpajiaBHIM 110 KOXATA B JETCTBOTO.

Josuposka npH cyGaKyTen ckieposupan narennedamur (subacute sclerosing panencephalitis.
SSPE): 100 mg/kg TenecHo Terno JHEBHO, A0 HE MOBeve OT 3-4 g, MPOABIDKHTEIHO, TPH
PEIOBHO MPOCENIBaHE HA CHCTOSHHETO HA MAITHEHTA ¥ HA HEoOXOMHMMOCTTA 0T YAB/DKaBaHe Ha
NEYEeHUETO.

Hauun Ha npuJIoXeHue

To3u nexapcTBEH NPOAYKT € IpeHa3HAYCH HIKIIOYATENHO 3a IIEPOPAIIHO MIPHIIOKEHHE.
JlHeBHHAT MpHEM TpAGBa Aa Ce pa3npe/ie/d IO paBHO IPE3 yacoBeTe Ha OyayBaHe.

3a ynecHsABaHe Ha MOTTHIIAHETO TabIeTKaTa MOXKeE Jia ¢€ CYYIIH M Pa3TBOPH B MAJIKO
KOJIHYECTBO OBKYCEHA TEYHOCT 110 BpeMe Ha NIPHEMAHETO.

43 IlporuBonoxkasaHns

Hnocena ne TpsibBa ga ce mpunara:
- NPH NalHeHTH ¢ H3BECTHA CBPEXYYBCTBHTETHOCT KBM JICKAPCTBEHHS MPOAYKT
HJIH KbM HAKOE OT HOMOIIHHTE BEIECTRa;
- IIpH NAUNEHTH, TOHACTOAMIEM CTPAJALIH OT IOAAIpa;
- IpE IAI[WEHTH C IIOBHIIECHH CTOHHOCTH HAa IMKOYHATA KACE/HHA B KPHBTA.

44 CrenHaNHH NpeIynpeXIcHHs H NPeANAZHA MEPKH NPy yoTpeda

Huocena Moxe Ja MPAYHHH NPEXOIHO NOBHIICHHE HA H3XO/HHTE HHBA HA MHKOTHATA
KHUCEJTHHA B CEPyMa M YPHHATA, KOHTO 06H9aliHo ocTaBaT B HOPMAIHATE FPaHHII (MpHeMadiku
8 mg % uma 0,420 mmol/l, choTBETHO, KaTO rOpHa rpaHuiia), 0cobeHO NPH MBXETe H
3acTapABamIaTA ITONYNIAanus OT ABara nojia. [lopamapaneTo Ha CTOHHOCTHTE HA ITHKOYHATA
KHCENHHA Ce JB/KH Ha KaTabonuTHHA MeTabONH3BM Ha HHO3HHOBAaTa ChCTaBKa Ha NPOAYKTa
TIPH XOpaTa A0 MHKOYHA KHCENHHa. T He ce ABJIKH Ha OCHOBHH JIEKApPCTBEHO-HHAYIHPAHH
IPOMEHH B aKTHBHOCTTA Ha €H3HMKTE WK B IpeyrcTRamaTa ¢yHkmusd Ha 6x0pennTe.
CnepoBatento, MHocena MoXe Ja ce npuiara ¢ NOBAIMCHO BHUMAHUE NIPH HAIlMEHTH C
aHAMHECTHYHH JaHHH 3a IOAArpa, XHIepypHKEMHS, YPOILATHA3A HIH IIPH NAIHEHTH C
HapymeHa 6u6peana ¢pyaxnus. [Io BpeMe Ha IeUeHHETO, CTOMHOCTHTE HAa IHKOYHATA KHCENHAA
IPH TE3H mameHTH TpaGBa [1a ce npocnelsBaT peIoBHO.

Ipn HAKOH HHAMBHM MOXE Aa HACTBIIAT OCTPH PEAKIMH HA CBPhXUYBCTBHTEIHOCT
(YpTHKapHi, aHTHOeAeM, anadunakcud). B Te3u cnyvan, nedenuero ¢ Haocena tpadsa na 6nae
IIpEyCTaHOBEHO.

CroiiHocTATE H2 THKOYHATA KHUCEIHMHA B CEPyMa H/HNH YPHHATA, YCPHOAPOH
$YHKIHOHANHH H3CIICABAHMA, KPBBHATA KAPTHHA H GEOpeyHnTe QYHKIHOH, f
TpabBa a ce NIpOBEPABAT peAOBHO IIPH BCHYKH NAllMEHTH Ha IPOE.
Hrocena.



4.5  BaaumopeiicTBHe ¢ APYrH JeKapcTBeHH NPOAYKTH # ApYra dopmu Ha
B3aHMopelicTBHe

JlekapcTBEHEAT NPOAYKT TpAOBa Ja ce H3MON3Ba ¢ OBHINEHO BHUMAHHKE NPH €THOBPEMCHHO
npHIAraHe ¢ HEXHOUTOPH Ha KCAHTHHOKCHIa3a (aIOIMypPHHOI) HIIH YPUKO3YPHIHH CPEACTBA,
AAYPETHITH — THA3HIHM JHYPETHIM (KaTo XHAPOXJIOPOTHA3HH, XIOPTAIHAOH, HHATAMU) WIH
RAYPETHLIH, OBIHABANINA EKCPENASTA Npe3 Gn6peunara 6puMka (karo Gypo3eMuz, TopaseMuJ,
€TAaKPHUHOBRA KUCENTHHA).

Hrocena Moxe a Ce MPHUara Cleji, HO He H SAHOBPEMEHHO ¢ HMYHOCYIIPECHBHY CPeICTBA, Thil
KaTo € BE3MOXKHO YNpaxaaBaHe Ha (apMaKOKHHETHYHO NOBIHABAHE BHPXY KelaHHTe Jie1eOHH
edexTH.

EnnospeMeHHata ynoTpeba ¢ asupoTamuaud (azidothymidine, AZT) yennuasa 06pasyBaHeTo
Ha AZT HyKAeOTH[(H Ype3 MHOKECTBO MEXaHH3MH, BK/IIOUBAIIH NOBHINEHA GHOHATHYHOCT HA
AZT B KphBHaTa ILTa3Ma W NOBHIIEHA HHTpalerynapHaa dochoprialps B MOHOLIMTHTE Ha
yoBelIKATa KpEB. B pesysrar Ha ToBa, Muocena nopuiapa pe3aelicTBEeTo Ha AZT.

4.6 ®eprmauTer, OpeMeHHOCT H KhpMeHe

JIMncBaT KOHTPOJIMPAHH IPOYYBAHMS, TIPOCNEABAINM PACKA 3a (eTyca H HApyIaBaHEeTO Ha
¢eprnuTera npu xopa. He e H3BeCTHO Jaii HHO3HH NPaHOBEKC ce EKCKpeTHpa B MalgHHaTa
kbpMa. ETo 3amo, Maocena ne Tpadsa na ce mpuiara no BpeMe Ha OPEMEHEOCT HIIH KBPMCHE,
OCBEH aKO JICKapAT HE NPENeHH, J¢ MOI3HTE HA/IBHIABAT MIOTEHIHATHHA PHCK.

47 Edextn BbpxY cuocofHoCcTTa 32 mohupane H palioTa ¢ MAIIAHH

HMHocena He MOBNHMABA WM NOBIHABA perebpexumMo cnocobHoCTTa 33 modHpaHe H paboTa ¢
MAIHHH.

4.3 Hexenand rexapcTBeHH PeaKiHy

ITo Bpeme Ha neyeHHeTo ¢ FHOCEI2, eAMHCTBEHATA TOCTOAHHO HaGMOJaBaHa IEKapCTBEHO-
CBBbp3aHa HEKENIaHa PeaKkmHA IPH BH3PacTHH, KAKTO H B NIEAMATPHYHATA NIOMyJAalH, €
OpeXOAHO moBHIneHue (00HUaiiH0 OCTABANIO B PaHUIMTE Ha HOPMATA) Ha CTOHHOCTHTE Ha
MUKOTHATA KUCEJIMHA B cepyMa H ypHHaTa, KOHTO OOMKHOBEHO C€ 3dBPHINAT KbM U3XOIHHTE CH
HMBA HAKOJMKO JHH CHEH Kpas Ha JCUYeHHEeTO.

He:xelanuTe peakIME ca AeGHHHPAEH [0 YECTOTA CHIVIACHO KOHBEeHHHATa Ha MedDRA: Muoro
gectH >1/10, wecta >1/100 xo <1/10, Rewectn >1/1 000 x0 <1/100, penxa >1/10 000 xo <1/1
000, mHOTO penxn <1/10 000, c HeH3BecTHA YECTOTA (YECTOTATA HE MOJXKE J]a C€ OIIPECIEI/HH OT
HATHYHHTE ZaHHH.

Muoro gectn

H3credearnus [ToBumenu cTolHOCTH Ha NHKOYHATA KUCEIMHA B KDBETA H
ypHHAaTa

Yectn

Cmomauno-4peeni [Noeprmane, ranete, TUCKOM(OPT B EIMracTp

HOADYUEHUA

Obwyu napyuenus u epexmu | ' YMopa, HepasnoI0KeHHE {( A S

HO MACTROMO HA NPURONCEHUE LA TR

Hzcnedeanus IToBHLIEHH CTOHHOCTH HA YPESTa B KPHBTa, ORY <"

AN
5 \



CTORHOCTH Ha TPAHCAMHHA3ATE, OBHIICHH CTOHHOCTH Ha
ankanHara ¢ocdaraza B KppBTa
Hapyuenua 1a xoocama u OOpHB, IPYPHTYC
ROOKONCHAMA MLKAaH
Hapywenun na nepenama I'maBoGonme, BepTHIO
cucmema
Hapywiera na mycrynno- ApTtpamruas
CKENEMHAMA CUCTNEMU U
COCOUHUMETHAMA NToKaH
HegecTn
Cmomauro-ypeHy Jluapud, KOHCTHIIAIAS
HADYUIERUSA
Hapyuienus na neperama CoMHOJIEHTHOCT, HHCOMHHSA
cucmema
Hewawinu napywenun HepsHOCT
Hapywenus na 6vbpeyume u | Ilomaypus
RUKOYHUME

ClieaHuTe HEKENAHH PeaKlMH ca cHoGIIeny IPH N0CTMAPKETHHTOBOTO HAGIOCHHE.
YecToTaTa, ¢ KOSTO BE3HHKBAT, HE € M3BECTHA (0T HAMYHHTE JAHHH HE MOXe Jia OBA¢
HaNpaseHa OLEHKa).

Cmomawino-4pesru Boika B ropHara 4acT Ha KopeMma
HApYuleH U

Hapywenus #a umynnama | AHTHOENIEM, CBPBXYYBCTBHTENHOCT, YPTHKAPHA, anadHIaKTHYHA
cucmema peakiuus

Hapywenus na nepenama 3amasHOCT
cucmema

Hapywenus na koxcama u | EpureMm
nOOKOXCHama

Crpobmasane Ha ONO3MPAHM HEXEIAHH PEAKITAN

CrobImaBareTo Ha I0JO3HPAHH HEKENaHK PEaKIHH e/l paspelnaBaHe 3a yrorpeta Ha
JIEKapCTBEHHS TPOAYKT € BakHo. ToBa 03BONABA Jia IPOJB/DKA HAOTIOIEHHETO Ha
CHOTHOILIEHHUETO NON3a/PHCK 34 ICKAPCTBEHHUA NPOAYKT. OT MEUIMHCKHTE CICHHATHCTH CE
H3MCKBA Jia cHOOINARAT BCAKA TOJ03HPaHa HeXeNaHa peakiHa Ipes:

‘MzmpnHEETENHA aTSHIMS 1O JIEKAPCTBATa
yi. ,.Jaman I'pyes” Ne 8
1303 Codus
ten.: +359 2 8903417
yebcaiiT: www.bda.bg

49 [Ilpeno3npane

HsaMma oImHT ¢ IpeJO3Hpane ¢ HHO3HH npaHobexc. Bee mak cepHo3HA HEXENAHH PeaKiliy, OCBCH
NOBHIICHHTE HUBA Ha IIHKOYHA KHCETHHA B OPraHH3Ma, Ca MAJIKO BEPOATHH, MPEABH/

OrpaHHYeHO A0 CHMIITOMATHYHH H NOJAbPXKaIlH MCPKH.




5. @®APMAKOJOI'MYHM CBOMCTBA
51 ®apmMakoIHHAMEGHE CBOHiCTBA

(dapMaKoTEpaNeBTHIHA IPyIIa: aHTHBHPYCHH CPEJICTBA 33 CHCTEMHO MPHJIOKCHHE,
aHTHBHPYCHH CPeACTBa C IPAKO NeHCTBHE,
ATC xox: JO5AX05.

VHO3MH NPaHOGEKC € CHHTETHYHO IyPHHOBO MPOM3BOHO CHMYHOMOAYTHPAIIH H AHTHBHPYCHH
CBOMCTRA, KOMTO ca PE3YJITAT OT SBHO if Vivo YCHJIBaHE HA HMYHHHS OTrOBOP HA NpHEMAIIHA,
BCIIEICTBHE HA JIEKAPCTBEHOTO ACHCTBEE.

K TMHMYHHTE OpOy4BaHHS MOKA3BAT, 9¢ MHOSHH NPaHOOEKC HOpMATH3HPa HEZOCTATHIHHEA HIH
HAPYUICH KIeTEIHO-MEAHHPAH AMYHUTET (10 H3XOTHHA 32 OpraHmM3Ma), Upe3 NpeAH3BHKBAHETO
#a Tan Th1 0TroBOp, KONTO HHMIMHpPA Y3PIBAHETO H AH(EPEHIHPAHETO HA T maMmdounaTHTE, H
NOTEHNMpPaHETo Ha HHAYIMparns mMbonponideparuses OTTOBOP B MATOTCH- FIlA aHTHIER-
AKTHBHpaHHTe KiIeTKH. 110 no/106eH HAYHH JIEKapPCTBOTO MOMY/IAPA LMTOTOKCHHIHOCTTA Ha T-
mAMGOLMTHTE H Ha ECTECTBEHATE KICTKU-yOHHIHA, QyHKIHATE Ha T8 cynpecopuute u Ha T4
XeJEPHHATE KIETKH, a ChINo nopumasa Opos Ha IgG H KOMIIJIEMEHT-MOBBPXHOCTHATE MapKEPH.
Hnro3HH npaHo0exc yBenH4yaBa IPOU3BOACTBOTO HA IMTOKHH [L-1 4 moanoMara IpoayKIAsITa
ga [L-2, kaTo pery/Mpa Bb3XOAAMO eKCIPECHATa HA IL-2 perienitopa in vitro.

To# yBenuuaBa 3HAYUTEIHO CHIOTEHHATA CEKPETH HA IFN-y 1 HamManspa in vivo NpoAyKIuATa
ma IL-4. CHINo Taka e NOKA3aHo, Je Toi MOTeHIHpa (arolHTo3aTa H XEMOTaKCHCa IPH
HEYTPOHIATE, MOHOLIUTHTE H Makpodarure.

B H3cIeaBaHHEs in vivo HHO3HH IIpaHoOeKe NoAmoMara noTCHIHPAHETO Ha [OTHCHATHS CHHTE3 H
TpaHCNANHOHHA CIIoco0HOCT Ha HHGOPMAHOHHATA (marpuyna) PHK (nRNA) Ha
mMMQOIMTHTE, KATO CHIIEBPEMEHHO HHXHOUpA CHHTE3a Ha BHPYCHATA PHK mocpencTsoM Bce
OIIE HEHM3ACHEHH CTETICHH HA:

1) HHO3HH-MeIHHPAHO BKIIFOYBaHE HA OPOTOBA KHCEIHHEA B nomapa6o30MHTE;

2) HHXAOHpAHE Ha 3a/1aBSHETO Ha NOJIHAJCHIIIOBATa KHCCIIHHA KM uPHK =a Bupyca,

3) MOJIEKY/IApHA PeopraHusaris Ha TAMGOMHTHHUTS BBTpeMeMOpaHHH TWIA3MEHH YaCTHIIH
(intramembrane plasma particles, IMP), koeTo Bofii ZI0 TIOYTH TPHKPATHO YBEIHYCHHE HA
IUTETHOCTTA HM.

WnosuH npanobexc RExubHpa docdouecTepasara Ha NHKIHIHAS TYaHOIHH 3°, 5’moHOdoOCHAT
(cyclic 3°, 5’-guanosine monophosphate, cGMP) camo npH BHCOKH KOHIICHTPAlHH invitron
IpH HHBA, HEBKJIIOYEHH B IIPOABHTE HA HMyEO(apMakoIOTHIHATE edeKTn in vivo.

52 dapMaKoKHHETHYHH CBOiicTBa

AGcopOmus
TIpHIIOXKeH NepopanHo IIPH XOpa, HHO3HH IPaHOOeKC ce aGcopGupa 6Ep30 H HAMBIHO (>90%) OT
CTOMAITHO-YPERHHs TPAKT B IpeMUHaBA B KPBBTa. ChIIo Taka C/IEA NEPOPATHO NPHIOKCHHS
TpH MaiiMyRH 0T posa Macacus rhesus 94-100% o HHTPaBEHOSHHTC CTOHHOCTH Ha
xommonerTaTe Ha DIP [N,N-mumerunamuso-2-nponaron] u PACBA [p-auet
KHCEHHA] Ce OTKPHBAT B YPHHATA,

PasnpenencHue
Cnen npunaraneTo Ba JeKapCTBEHHA NPOJYKT H HETOBH KOMIIOHCHTH npu
yCTaHOBEHO pagHo0enI3aHo KOJHIECTBO B CIICIHATE THKAHH - 110 pela Ha



cenuuuHa akTHBHOCT: 6B0peny, Gem Apobose, HepeH npo6, ceplie, AaNaK, TECTHCH,
NaHKpeac, MO3BK H CKelIeTHa MYCKyNarypa.

Buotpancdopmanus

Cren nepopaiieH NpHeM Ha PATHOAKTHBHO MapKHpaHa 033 oT 1 g uHO3HH NpaHoleKe P X0pa
ycTaHOBeHHTE Iia3mMeHH HuBa 3a DIP n PACBA ca 6w CLOTBETHO: 3,7 ng/mi (cnen 2 Jaca) ¥
9,4 pg/ml (cnexn 1 gac). B npoyuBanms BEPXY HOHOCHMOCTTA Ha J03aTa IpH X0pa MHKOBOTO
[OKaupaHe Ha HHBOTO HA ITMKOYHA KHCeJIMHA CIIeN MPHEMa, KaTO MAPKA 32 BHCCCHHI C
JIeKapCTBEHHS MPONYKT HHO3MH, He € THHEHHOo 1 MOoJXe /la Bapupa C +10% B pamkute Ha 1-3
qaca.

EnnmuHnpane

Tlpu AHEBHA 1032 OT 4 g B YCJIOBHUATA HAa PABHOBECHO CRCTOAHHE, 24-gqacoBara €KCKpELUA B
ypuHata 5a PACBA 1 HeiiHHA 0CHOBEH MeTab0JIHT OCTHIA I0 OKOTIO 85% OT NpHIIOKEHATa
103a. 95% OT YCTAHOBEHATA PAJHOAKTHBHOCT B yPHHATA, B/DKAINA C€ HA DIP, uasa ot
nemeraGonmaapasms DIP i Heroeus N-oxcuil. Bpemero 3a NONyeTMMUAAPAHE € 3,5 uaca 3a DIP
u 50 munayTH 33 PAcBA. [Ipn X0para OCHOBHHMAT METa0OHT Ha DIP ¢ N-oKCHJ, a TO3H Ha
PAcBA - o-anmurmokypoHs/1. ONMHTHTE ¢ PaJEOH30TONH €2 HETOIXOAANIHM TIPH X0pa, TBi1 KaTo
MHOIXHOBATA CHCTABKA ce KaTaboNn3apa 110 ITBTA Ha MypHHOBOTO pasrpaXiane A0 IIHKOTHA
xrcemuna. Cliel IepopaIHO NPIIIoKEeHHE Ha TalNeTKa PH XHBOTHH 10 OKOIIO 70% ot
MPAIOKEHHS MHO3MH MosKe Ja Ob/ie yCTAHOBEH N0z gopMara Ha MHKOYHA KUCCNHIHE, 2
OCTaTHKET - KaTO HOPMATHHTE META00THTH KCAHTHH H XHIOKCAHTHH.

Buonammuroct/Tnon nox xpeeara {(AUC

B yC/IOBHATA Ha PaBHOBECHO CHCTOAHHE CTOMHOCTHTE B YPHHATA 3 CBCTABKATA PAcBAn
Heitnug MeTaboHT ca >90% oT ouakBaHuTe 3a pasTBopa. CTOHHOCTHTE 32 ChCTABKATA DIiP u
Hefinms MeTaGoMHT ca >76%. B mrasmara momra moj kpusata (AUC) e >88% 3a DIP & >7T%
1a PAcBA.

53 TIlpeaxnaHEYHA JAHHH 33 OesonacHocT

Wro3uH npaHoGeKe OKa35a HUCHK IPOdHT Ha TOKCHYHOCT NPH MyJITHBAPHAHTHH [pOYy-BaHHA
BBPXY 0CTPa, TIOJIOCTPA H XPOHHYHA TOKCHIHOCT [PH MHLIKH, IUTHXOBE, Ky*i€Ta, KOTKH H
MaliMyHH B 703# 70 1 500 mg/kg/aneBHO  Japa Hali-HUCKaTa CPEAHA NETANHA A034 (LDso) 32
OCTpa TOKCHIHOCT CJIeA [IEPOPAIHO NpPUJIOKeHHe, Ha/BAINABAINa 50-kpaTHO MaKCHMAaJTHATA
TepanesTAYHA Ao3a ot 100 mg/kg/mmenHo.

HPOJII:JI)KKTCJIHH TOKCHKONOTHYHH HPOYYBAHHA IIPH MHIIIKH K IMINEHX0BC HE MOKA3BaT
KapOHHOI'CHEH IOTCHIIHATL.

CTangapTHH H3CIEABAHUST 33 MyTAreHHOCT H in Vivo TIPOYIBAHHA MPH MEIIKH U ILTHXOBE, KakTO
H in vitro NpOYYBAHHS BHPXY THMQOIMTH OT HoBelIka NepH(EPHA KPBB HE NOKa3BaT abepaHTHH
cBOHCTBA.

Hsma apHH 33 IEPHHATATHA TOKCHIHOCT, eMOPHOTOKCHYHOCT, TepaTOreHHOCT MMM HAPYIICHA
PENpOYKTHBHA YHKIMS NPY MHIIKH, TUTEXOBE ¥ 32l IIPH MPOYIBaHHs C TPOLL/IKHTEIHO

TIapeHTepAITHO NPHIArane Ha A03H, HajBHIIapaumy 20-KpaTHO MaKCHMAIHATA MPETIOPLIHTEIHA
TepanesTHYHA A03a pH xopa (100 mg/kg/AneBHO). (BX. CHIIO TOUKA 4.6).




6. OAPMAINEBTHYHHN JAHHHA
6.1 CnHchbK HA MOMOIIAATE BEIECTEA
HapeBU9HO HAMECTE

TIosuaon K-90

MHuKpOKpHCTaNHA LIENYJI03a

CreapuHOBa KHCEIHHA

Maruesues creapat

[IpeurcTena Boaa

6.2 HecLBMecTHMOCTH

HenpHaoxuMo.

6.3 Cpoxk Ha roxmocr

3 ronuHy,

64 CoendajHH YCJIOBHS HA ChbXpaHEeHHE
ITa ce cexpansra nof 25°C

6.5 BuaH chALPXKAHHE HA OXAKOBKATA

Hnocena 500 mg tabnerxu ca Geiy Ha BAT, ¢ npuaTHpal Hagmuc INO, Ge3 AenuTeNnHa 9epTa,
KpBrH, riajin. Omakosanu ca B Herpospayad PVC — PVDC/ Alu 6imctepu, ChABPXAIIR 10,
20, 40 wm 100 Tabnerxu.

He BCHYKH BHIOBE ONAKOBKH MOTar Ja OBJAT MycHaTH B npoaaxba.

6.6 CoenmajHd Npeana3HH MEPKH IPH H3XBHPJIAHE

HeH3n03BAHUSAT NEKAPCTBEH NPOAYKT HIH OTNaFUHHTE MaTepHaNH OT Hero TpsibBa Jia ce
H3XBBPIAT B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA,

7.  TIPUTEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA

Bopnx Memncure Espona EOO

6yn. Cumeonoscko moce 130, et. 3

1700 Codus

Brirapus

8. HOMEP(A) HA PAZPEIIIEHUETO 3A YIIOTPEBA

Per. Ne;




9. JAATA HA IIBPBO PAZPEITIABAHE/TIOTHOBSIBAHE HA PASPEHIEHHETO
3A YIIOTPEBA

JlaTa Ha NBpBO pa3pelapaHe:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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