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Besika Tabiietka cbabpka 1000 mg uHo3uH auenoden aumenpanon (inosine acedoben dimepranol).

3a MbJIHUS CITUCHK Ha MOMOILIHUTE BELIECTBA BWKTE TOouka 6. 1.

3 JIEKAPCTBEHA ®@OPMA

Tabnerka.

besv uau noutu 6enu, oBanHKU, ABOWHO W3MbKHAIM Tab/leTKH, ¢ Ab/okuHA 20 mm v wHrpuHa 10 mm, ¢
JIEJIUTEJIHA YepTa OT e/iHaTa cTpaHa v rpasupanu ¢ "F" ot agpyraTta cTtpaHa.

Tabnerkara moxke 1a ObJe pasz/iesieHa Ha paBHH JI03H.

4. K/IMHHYHU JTAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHS

['ponpHHO3HMH € 1oKa3aH 3a Je4YEeHHWe WITU MOBJIMABAHE HA MOTUCHATHS WIH YBPEIEH KIIeThUeH HMYHHTET U
Ha KJIMHUYHATa CUMIITOMATUKA ITPU BUPYCHU UHQEKLIMK, HAlTPUMeEP:
- FPUI/BUPYCHU HH(EKLIMH HA IUXATE/IHUTE ITbTHILIA,

- Xeprnec CUMILIEKC,

- Xeprec 30cTep,

- aTO3€H CTOMATHT,

- [arnuioma BHpPYC (KOHJAMJIOMA aKyMHHATA),

- BUPYCHH XEIaTHUTH,

. Enwaiu-bap-BUpycHH HHDEKLMH,

- LIMTOMEraJIoOBUpYCHa UH(EKLIUS,

- MOAOCTHP CKJIEpO3Upalll MaHeHUeda ur,

- pybeosia U Bapuiie/a,

- MOPOUITH,

- 3ayLUKa.

4.2 Jlo3MpoOBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Jlo3ara ce onpejelis OT TeNeCcHOTO Tersio (0e3 MacTHaTa ThKaH) Ha MalHeHTa U TEXKECTTa Ha
3abonaBaneTo. JIHeBHUAT npuem TpabBa 1a ce pasnpee/d MOPaBHO Ipe3 YyacoBeTe Ha OOABLPCTBAHE.

Tabnerkara moxke na Obae pazaeneHa Ha paBHH J03H.

Bv3pacmuu, 6KII0YUMENAHO NAYUEHMU 6 CINApYecKd 8b3pacm
[Ipenopbuntennara qHeBHa no3a e S0 mg/kg renecuo rerno (1/2 rabnerka 3a 10 kg e
OOMKHOBEHO 3 g/IHEBHO 10 He noBeye OT 4 g/IHeBHO, MPUJIAraH nepopaiHo B 3-4 nop
J103H4 11pe3 yacoBeTe Ha OOABpPCTBAHE.




ITeduampuuna nonyagyus
Heya nao 1-eo0uuna ev3pacm
50 mg/kg TenecHo Terno, AHeBHO (1/2 Tabnerka 3a 10 kg TenecHo Terno) Ha 3-4 paBHH A03H.

Ho3uposxa npu cneyuduunu noxasanus
Bpadasuyu Ha ébHUHUMe RONO8U Op2aKu (candyloma accuminata) unu eHOOYePBUKANTHO-CE8bD3ARY

ungbexyuu ¢ Hogeuwkyu nanusoma eupyc (human papilloma virus, HPV):

3 g nHeBHo (1 Tabnerka x 3 TBTH JHEBHO) 3a nepuon ot 14-28 AHHU, NpuIaraHk CaMOCTOATEHO UITH KaTO

JNOITb/IHEHHUE KbM KOHBEHLIHOHATHHTE JIOKAJIHH WIH XHPYPrHUYHH MPOLEXYPH, B ChOTBETCTBHC ChC

CIeAHHUTE BPEMEBH CXEMH:

. Hucxo-pucxoeu nayuenmu (AMYHOKOMIIETEHTHH JIMLIA WK MAaLMEHTH C HUCHK PHCK 3a PEUHAMB): B
npoaAb/oKeHue Ha 14-28 nHu, 1103sonsABaiiky NOCTHraHe Ha MAKCHMANIHO ChOTHOLICHHE
W3YMCTBAHE/PEUHIMB HA IC3UHTE 3a 2 WU IOBEUE MECEUA C/IEfl IPEKBCBAHE HA JIEYEHHETO, Oe3
[[pUIaraHe Ha Jpyro JieKapcTso.

. Bucoko-puckosu’' nayuenmu (NaUMEHTH ¢ HMYHOASDULHT HINH TAKHBa C BUCOK PHCK 33 peLHUHB):
S IHU CeIMH4YHO, B 2 MOC/IE0BATEIHH CSAMUIIM HA MeceLa, B NpOIbJDKEHUE Ha 3 Mecela,
MOCTUraiKy MAKCHMAJIHO ChOTHOLIEHHE W3YHUCTBaHe/peLIMHB Ha IE3HKTE 10 Kpasd Ha TPETHA Mecell
OT JEYEHHUETO.

Ta3u 103HPOBKa MOXe Aa Obe MOBTapaHa IIpH HEOOXONUMOCT, a MALIMEHTHT TPsAOBa Oa Obae

[pOCesiBaH, KAKTO HPH PEKYPEHTHH 3a00/19BaHNUA.

TpodunuTe Ha DALIHEHTHTE C BUCOK PHCK 33 PEHUAHWB WK C LEPBHKATHA JUCILIA3MSA, WIH C TCHUTAJIHH

OpanaBHLIM ca CXOAHH C ApyTH 3a00/sABaHKA U BKJIIOYBA!

° MMYHOAeQHULIMT, ABhKALL Ce Ha:

|.  aHaMHe3a 3a NOBTAPSAILHM C€ MNH XPOHHYHH HH(EKLIUU UK ApYTH DONeCTH, MpeIaBaHu 1o
MOJOB MbBT;

2. NpOTUBOPAKOBA XUMHOTEpAIHA,

3. exeJHeBHa 310ynorpeda ¢ aaKoxon,;

NpOAB/DKHTENHA ynioTpeba Ha NepopaiHi KOHTPAUESITTUBY (NoBede 0T 2 MOAUHH),

KOHLIEHTpaLs Ha donat (con/ectep Ha onuesa KHCENMHA) B epuTpoumTHTe < 660 nmol/l;

MHOTOGPOHHK CEKCYaTHHU NAPTHHOPH HIH TPOMAHA Ha NOCTOAHEH NAPTHBOP;

4ECTU BardHANHH CEeKCYaTHH KOHTAaKTH (> 2-6 CeAMUYHO) WIH aHalIeH CeKCyaneH KOHTAKT,

aTomnus (BpOJeHa Npeapa3noIOKEeHOCT KbM CBPBXUYBCTBUTEITHOCT);

HEKOHTPONHpPaH 3axapeH aAuader,

NPOAB/UKATETHO TIOTIOHOITY LLIEHE;

reHyTaJHu OpagaBHliA B NPOOBIDKEHHE HA >2 FOAHHH WM >3 HEYCHELHHU JICYCHUN, OTIMCAHH B

aHAMHE3ara,

. OTCHCTBHE HA aHaMHe3a 3a KOXKHHM OpajaBHLIM B IETCKA Bh3PacT.

To3uposxa npu cybaxymen ckaeposupaw nanenyeganum (Subacute sclerosing panencephalitis, (SSPE)
TiHerHaTa fo3a e 100 mg/kg Tenecto Terno (1 rabnerka 3a 10 kg TenecHo Termno), 4o He noseye ot 3-4 g,
NPOXBDKHTEHO, PH PEJOBHO NMPOCIEAIBaHE HA ChCTOSHAETO Ha MAlMEHTa 1 HA HEOOXOIHMOCTTA OT
yIB/KABaHE Ha JICYEHHETO.

[IpoobIKUTENHOCT HA JIEYEHHETO

Ocmpu unpexyuu

[Tpu 3a60maBanus ¢ 6bp30 pasBuTHe, oOHualiHaTA MPOABL/DKATEHOCT Ha JICYEHHETO € OT 5 0 14 [HM.
Jleuenuero TpaORa Aa NMpoaALLKY 1 A0 2 IHH crel 0T3By4YaBaHe Ha CHMITOMHTE WIH NO-ABAr0, Cnopea
nperieHKaTa Ha JieKap.

Bupycrnu unexyuu ¢ yowaicero passumue
JleaenueTo TpaOBa Ja MpoAB/KM | A0 2 ceAMMUM cnej OT3By4YaBaHE HA CHMIITOMHUTE
3aBHCHMOCT OT PELIEHHETO Ha JICKyBallus JIeKap.




IToemapawu ce ungpexyuu

3a HayaJHaTa (asa Ha NEYCHUETO BAXKAT CHLIMTE NPENOPBHKH, KAKTO NpH ocTpuTe 3abonaBaHus. B xoaa va
MOAABPKALIO JIeHEHHE 103aTa MOoxKe Ja ¢ce Hamanu no 500-1000 mg (1/2 no 1 Tabnerka) aHesHu. [pu
MosBa Ha HAYATHH NPU3HALM Ha peUHanB € HeoDXOoAHMO 3aBpbliaHe KbM JHEBHATA J03UPOBKA,
MpH/iaraHa npu ocTpH 3abonsIBaHMA, KaTo T4 TPAOBa Aa ¢e MpOAb/KH 1-2 OAHH cAel OT3BYUaBaHe Ha
cuMTOMHTE. [1py HEOOXOAUMOCT, TO3H Kype Ha JIEHEHHE MOXKE Aa CE€ MMOBTOPH HEKONKOKPATHO, B
ChOTBETCTRHUE C MPEUCHKATa Ha KIHHHYHHA CTATYC OT JIEKap4 U [0 HeroBa MpenopbKa.

Xponuunu 3a00196aHUS

50 mg/kg TenecHo Terno JHEBHO, pasAe/ieHH KakTo C/ICABA:

- acumMnmomMamuyny cayyau: 30-THEBEH NpHUeM, Noc/ieABaH oT 60-IHEBHO NPeKLCBAHE

- cayuau Ha aexu cumnmomu. 60-aHeBed npuem, nocyieasaH oT 30-THEBHO NMPEKbCBAHE

- meocku cayyau: 90-aHeBeH npueM, nocaeasaH oT 30-IHeBHO MPEKbCBaHE

To3n mo3upoBka MOXe Aa ObJ€ MOBTapAHA NPH HEOBXOAUMOCT, a MaLMeHTa TpaOBa Aa Obje npocieasBaH,
KAKTO NpPH NOBTApAIlH ce 3abonaBaHuA.

Ha4uH Ha NPpHIOKEHHE

CaMo 3a repopanna ynorpeba.
3a yJleCHABaHE Ha MOrMBLUAHETO TabsteTkaTa MOXKE [a C€ CHYIIH H PA3TBOPH B MAJIKO KOJHYECTBO

OBKYCE€HA TEYHOCT [0 BpeMe Ha rpueMa.
4.3 IlporuBonoxkaszanug

CBpPBXHYBCTBHTEJIHOCT KbM aKTUBHOTO BEIIECTBO WIH KbM HAKOE OT MOMOLHHUTE BEIECTBA, U30pOCHM B
Touyka 6.1.

OcTpbp NMPUCTHI Ha NMoAarpa.
BHUCOKH HHMBaA Ha MUKOYHA KHCE/IHHA.

4.4 Chnenuansd npexynpexAcHHsA H OpeANa3HA MEPKR NPH ynoTpeba

MHo3uH anenobeH quMenpaHon MOXe a IPUYMHE PEXOAHO MOBHINABAHE HA U3IXOAHHTE HHBA Ha
MAKOYHATa KHCE/IMHA B CEpyMa U ypHMHAaTa, KOMTO OOMYalHHO OCTaBaT B HOPMAJTHHTE IPaHHLH (IpUeMaiKu
kaTo ropHa rpanuua 8 mg/dl, croreercraaiia Ha 0,420 mmol/l), ocobeHo MpH MBXKETE U 3aCTapaBalLATa
nomnynawls OT ABaTa fofa.

[loBHinaBaHETO Ha CTOMHOCTHTE HA MMKOYHATA KUCENUHA CE€ Ib/DKHY HA KAaTaOOJIUTHUS MeTaBoIM3BM HA
HHO3WHOBATA CHCTABKA HA NMPOAYKTA [IPH XOpaTa, A0 NMHKOYHa kMceauHa. To He ce Ab/DKH Ha OCHOBHH
JIEKapCTBEHO~UHAY UMPAHU NPOMEHH B AKTMBHOCTTA Ha CH3UMUTE WIH B MPEYUCTBALIATA QYHKIMA Ha
OnOpeuuTe.

3atoBa ['pONpPHHO3MH MOXeE [a Ce NpHJiara ¢ NOBHUIIEHO BHHMAHHE [PY NALMEHTH C aHAMHE3a 34 nojarpa,
XUIIEPYPUKEMHUS, YPOIMTHA3a WK TIPH NALKEHTH ¢ HapyLueHa 6p0pedna PpyHkuus. ITo speme Ha
ICYCHUETO, CTOHHOCTHUTE HA MTMKOYHATA KHCE/IMHA [IPYU Te3U MAaLMEHTH TPAOBA /1a ce npocieassar

PEAOBHO.

[Ipn mpoABIDKMTENHO IEYEHUE € BB3MOKHO 00pa3yBaHe Ha KaMbHH B Ob0peLmTe.

CTOMHOCTHTE Ha [IMKOUHATA KHCEIMHA B cepyMa WWIH YpUHAaTa, YepHoapobuaTa GyHKLuMs, 6pos Ha
KPBBHHTE K/IeTKM U ObOpeuHaTa QyHkuMs Tpabsa na ce MpOBEPABAT PEOOBHO MMPH BCHYKHK MaLHEHTH Ha
MPOAB/DKHTEAHO JieYeHHE ¢ [ ponpHHO3HH.

Ipy HAKOH MALMEHTH MOXE J1a C€ MOABAT PEAKLIMH HA CBPBXYYBCTBHTEIHOCT (YPTUKAPKUA, AHTHOEIEM,
aHagpunakcus). B re3u ciyyau, neuenuero ¢ ['ponpuHosnH Tpa6Ba 1a ce npeKpaTh.




HUXHOHTOPH Ha KCAHTHHOKCHAA3A (aNOMypPHHOIT) WIH YPHKO3YPHUHH CpEACTBA, AHYPEeTHUM — THA3UIHH
OUYpeTHLY {KaTo XMAPOXJIOPTHA3HA, XI0PTATUANH, HHAATAMH]) HITH AHYPETHLH, NOBIHABALIH
eKCKpelHsaTa npe3 6u0peunara 6pumMka (kaTo Pyposemu, TOpaceMHUA, ETAKPUHOBA KUCETTHHA).

"pONpHHO3XUH MOXKE Na Ce Mpunara ciej, Ho He U €JHOBPEMEHHO C MMYHOCYHPECUBHHM CPEACTBA, ThK KaTO
e BB3MOXKHO YITPOKHABAHE HAa PapMAKOKHHETHYHO MOBAHABAHE BHPXY XKeNaHHUTE JieueOHH edeKTH.

EnnospeMenHata ynorpeba ¢ azuporumuauH (AZT, suaoByau) yeenuuasa obpasysaHeTo Ha AZT
HYKJIEOTHAM Ype3 MHOXKECTBO MEXAHH3MM, BKJIIOYBALIY NOBHIIEHA OuoHAHYHOCT Ha AZT B KphBHaTa
naasMarta ¥ MOBMINEeHa WHTpaLieyJiapHa hochopunanus B MOHOUMTUTE. B pe3ynrar Ha ToBa UHO3UH
auenoben numenpaHon noprilaea edexra Ha AZT.

4.6 DepTHIAATET, OPEMEHHOCT H KbpMEeHe

JIMrCBAT KOHTPOJTHPaHH NPOYYBAHMA, pOCnendBalliy pucka 3a deTyca ¥ HapyLIaBaHETO Ha epTunuTeTa
rnpy4 xopa. He e H3BeCTHO Aany WHO3MH auefobeH JUMEeNpaHol ce eKCKpeTHpa B MalluHHaTa KbpMa.
[Topaau ToBa, 'ponpuHO3HMH HE TpAOBa Na Ce mpunara no BpeMe Ha OpeMEeHHOCT U KbPMEHE, OCBEH aKo
AEeKapAT He NpeLeHH, Ye MOA3UTe HaABUIIABAT HOTCHUHUATHHA PUCK.

4.7 EdexTH BupXy cnocobnocTTa 32 IodHpane H pabora ¢ MAIHAHA

B HAKOM CJTyUdaH 1o BpeME Ha JCHCHHUC C HHO3HH atienobex AHUMEIIPAHO] Ca HaOJ/1F0NaBaHK CHHIMBOCT U
CBETOBBPTCH, KOHUTO MOXKC Na HADYLUAT criocoOHOCTTA 33 H]D(bﬂp&l—le H pﬂﬁDT d C MallikHH.

4.8 Hexenanu nekapcTBeHH peaknuH

[lo BpeMe Ha NnleueHHETO ¢ HHO3MH alie100EH AMMETIPAHON, €AMHCTBEHATA [TOCTOSHHO HAD/A01aBaHa
IEKAPCTBEHO-CBBP3aHA HEXE1aHa peakliks IPU BB3PacTHU, KAKTO U B EAUMATPHYHATA NOMYJlauus, €
MpeXoAHO NOBHILABaHE (00OKUYAHHO OCTARAILO B TPAHHLMTE HA HOPMATA) HA CTOHHOCTTa Ha MMKOYHATa
KHCE/MHHA B CEPYMa U YPHHATa, KOUTO OOMKHOBEHO C€ 3aBPBIIAT 10 U3XOAHUTE HUBA HAKOJIKO JAHHU Ce]
Kpas Ha JICYCHHETO.

Knacudwukauus Ha yectorara rno MedDRA repmunonorusara: muaoro yectd (=1/10), yectu (>1/100 go
<1/10), HeuectH (=1/1000 oo <1/100), peaxn (=1/10 000 no <1/1000), muoro peaxu (<1/10 000), u ¢
HEH3BECTHA YeCTOTa (OT HUIMYHUTE JaHHH He MOXe Ja Ob/le HanpaBeHa OLEHKa).

Cacremo-opraner | Muoro wectr | Yectn HeuecTH HenspecTHa 4yecroTa
KJac
Hapymenss a4 aHroeaem™,
HMYHHATA CBPBXYYBCTBUTEIHOCTY,
CHCTEMA ypTUKapus™*,
aHadUNaKTHYHA
peakig *
IlcHxXHYAR HEPBHOCT,
HApYLICHHSA Oe3cLHHE
HapymenHns Ha raBo0osue CBHAUBOCT | 3aMasiHOCT™®
HEPBHATA CHCTEMA
Hapymenus #a BEPTUIO
YXO0TO H
JabHEpEuTA
CromMalnHo- rajcHe, aUapHs, 60nKkK B ropHara
YpeBHH NOBPEIAHE, 3areK KopeMHa obnacr*
HApYIIEeHAS AHUCKOMGOPT B
eNHracTpHyMa
Hapymenus na pYpPHUTYC, OGpHB epuTeMa*
KOXKATA H




Cuacremo-opranen | Muaoro sectn | Yectn Heaectn HeuniBecTHA YecTOTA
KJIAC

NOAKOXKHATA

THKAH

Hapynmienus ua apTpairus

MYCKY/AHO-

CKeJeTHATA

CHCTEMA R

CheAHHHTEJHATA

ThKAH

Hapymiends Ha NOJINYPHA

OLOpennTe M

MHKOYHHATE

NLTHINA

O6mu yMopa,

HAPYHECHHAS H HEPa3ONOKEHHE

ebexTn Ha

MACTOTO HA

OPRJIOKEHHE

H3cnexsanus MOBHLICHA MOBHLIEHY
MUKOUHA CTOMHOCTH Ha
KHUCEJTHHA B TPaHCAMUHA3KTE,
KpEBBTa, MOBULLICHU
MOBHLICHA CTOHHOCTH HA
MUKOYHA ANKaHaTa
KHCEJTNHA B ¢ocdaraza B
ypUHAaTA KpBBTAa,

MOBHUILIEHA ypes B
KpbBTA

*He)KeTlaHH peakliMu ca ChoOLIEHH 10 BpEME HA MOCTMAPKETHHIOBOTO HabMIOAEHHE HA MHO3MH allenodeH
AUMENPAHON, TAXHATa YECTOTA HE € W3BECTHA.

CrobiaBane Ha OOO3UPAHH HEXKEAAHH DEaKLIHH

CpboO1aBaHeTo Ha MOAO3HPAHH HEXEJIaHU PEAKUMU e/l paspeliaBaHe 3a ynorpeda Ha JIeKapcTBEHUS
MPOAYKT € BAXKHO. T0Ba Mo3s80/148a 0a NPOAL/IDKY HaONIOACHHETO HA CHOTHOLLIEHHETO NMOJI3a/PUCK 3a
NICKapCTBEHHA NMPOAYKT. OT MEAMUMHCKHTE CIICLHAIUCTY Ce M3MCKBA ia CHOOUIABAT BCAXa NOAO3HPaHA
HeXKeJlaHa peakLHs Ype3 HALMOHATHATA CUCTEMA 33 ChOoOLLIIaBaHe:

MampaHMTeIHaTa areH1Ius o JeKapCcTBaTa

yi. ,,Jdamas I'pyes* Ne 8

1303 Codus

Te.: +35928903417

yebcaiiT: www.bda.bg

4.9 Ilpemozmpane
Hama ¢choOILECHHA 3a MPEeI03HPaHe C HHO3HH auenoben numenpanosn. CepHO3HH HEXENIaHH PeakUHH,
obaye, OCBSH MOBHUICHUTE HABA Ha TMKOYHA KHCEJIHHA B OPraHu3Ma, Ca MajlKO BEPOSTHH, TIPEABH]L

pe3y./ITaTUTe OT NPOYYBAHHUATA BBPXY TOKCHYHOCTTA ApH KHUBOTHH. Jleyenuero Tpadsa Ja 6nae
OrPaHHYEHO IO CHMIITOMATUYHO U MOIbPKAIIH MEPKH.

5. ©®APMAKOJOIrHYHY CBOUCTBA

5.1 @apMakoJRHAMHAYHR CBONCTBA




dapmakoTepaneBTHYHA Fpyna: AHTHBHPYCHH CPeACTBa 3a CUCTeMHa ynorpeda, JIupexrHo neficraalin
npotusoBUpycHH, ATC kon: JOSAXO0S5

Uno3uu auenobeH JMMEnpaHoOn € CHHTETUYHO [y PUHOBO MPOM3BOAHO ¢ UMYHOMOIYTHpALUH U
MPOTHBOBHPYCHH CBOHCTBA, KOHTO Ca PE3YNTAT OT ABHO M VIVo YCU/IBaHE HA UMYHHHS OTTrOBOP HA
opraHu3ma, Ol1arogapeHue Ha akTHBHOTO BELIECTBO.

KnuHuyHMTE MPOYUYBAHUA MOKA3BAT, Y€ HHO3HH auef00eH JUMETIPaHOIl HOPMATH3HPa HEROCTATHYHHA
WIIH HApYLIEH KAETHUHO-MEAUHPaH UMYHHTET Upe3 IpeIn3BHKBaHeTO HA THN Thl oTroBop, KOWTO
MHULMHpPA y3paBaHeTo U JudepeHuupaneTo HA T THMPoLNTUTE, H MTOTCHLMPAHETO HA HHIYLIPAHUTE
numbonponudepaTUBHH OTTOBOPH B MUTOT€H- WK aHTUFeH-aKTUBHpaHuTe KieTkH. [1o mogoben HauwH,
JIEKAPCTBOTO MOTYNHMpa UIMTOTOKCUYHOCTTA Ha T MUMQOLIUTHTE U Ha €CTECTBEHA LIMTOTOKCHYHOCT Ha
KIeTKu-youiiy, pyHkumure Ha CD8+ cynmpecopaure H CD4+ xeNnepHUTE KIETKH, a ChUIO TaKa
noBHilaBa 6pos Ha IgG v KOMIUIEMEHT-NOBBLPXHOCTHUTE MapkepH. MiHo3uH auenobeH a1uMenpason
yBe/HYABa MPOH3BOACTBOTO HA LWTOKUHH IL-1 1 rmoanomara npoaykuura Ha IL-2, perynupadku
BB3XOILLIO ekciipecuaTa Ha [L-2 peuenropa in vitro. To# yBeaduaBa 3Ha4YHTENHO €HAOTCHHATA CEKPELIUA
Ha [FN-y u HamansiBa in vivo npoaykuusaTa Ha IL-4. OcseH ToBa, TOH MOTEHIMHPa XMMMOTAKCHCA U

arouuTo3aTa Ha HEYTPOPWIHTE, MOHOLIKTHTE M MaKpodarure.

In vivo, MHO3MH alieloOeH JUMETPAHOI MOANOMAara NOTeHUMPAHETO Ha MOTHCHATHA TIUM(OLIMTEH CHHTES
Ha mRNA npoTenH ¥ TpaHCTallMOHHATA CMOCOOHOCT, 10KAaTO HHXHUOMpaHeTo Ha cUHTe3a Ha BUpycHa PHK
ce MOCTHUra 4pes3 BCe OLe HEM3ICHEHH HAUMHH!

(1) UHO3MH-MEAMHPAHO BKIIOYBAHE HA OPOTOBATA KMCEIHHA B MONUPUOO30MHTE,

(2) nNOTHCKAaHe Ha 3aXBalAHETO HAa MOJIHAJEeHUIOBATA KUCENHHA KbM BHPYCHaTa HHQOPMALIMOHHA
PHK,

(3) MonekyJispHA peopraHH3aliks Ha TUMGOLUTHY BbTpeMeMOpaHHn MitasmenH vactuui (IMP), koeto
BOAH A0 MOYTH TPHKPATHO YBEAHYEHHE HA ILTBTHOCTTA HM.

Uuo3un auenoben auMenpaHon HHXHOKpa docdoauecTepasata Ha UUKIHYHHA [YAHO3MH 37,5 -
moHodocdatr (cGMP) camo npy BUCOKH KOHLIEHTPALMH 7 Vilro U NPpH HUBA, HEBKIKOYEHH B NIPOABUTE Ha
UMyHO(bapMaKOJIOrWaHUTE eQeKTH in Vilro.

5.2 DapMAKOKHHETHYHH CBOHCTBA

Beska cbCTapka Ha aKTUBHUTE BELLIECTBA MposABAEa pPA3JIHYHH cbapmamnomqﬂu CBOHCTBA.

Abcopbiius

[puoxeH NEpopanHo NpU Xopa HHO3KH aueaoben aumMenpaHon ce abcopbupa 6bp3o K HambaHo (290%)
OT CTOMAIITHO-YPEBHHUA TPAKT Y NPpeMHHAaBa B KpbBTA. [loaobro, 94%-100% ot udrpasenosHHTe
croiinocTd Ha DIP [N,N-numeTunaMuno-2-nponanon] 1 PAcBA [p-aueramuaobeH30eHaTa KMCENHHA]
KOMMOHEHTHTE CE€ OTKPHBAT B YPHHATA ClE] IEPOPATTHO NMPHJIOKEHHE [TPY MaitMyHH pe3yc.

PasnpeneneHnc

Crnen NpUIOKEHHUE Ha JIEKAPCTBOTO NPH MAHMYHH panyioMapKHpPaHH BEIIECTBA CA OTKPHATH B CIEAHUTE
opraHd (No pela Ha HU3XOAALIaTa creldHUYHa aKTHBHOCT): 6u6peliu, 6enu npobose, yepeH apobd, cupue,
Jaj1aK, TECTUCH, MTAHKpeac, MO3bK H CKEJIETHH MYCKYJIH.

buoTpancdopMaluda
Crieq nepopajiHO MPUIOXKEHHE Ha 1 g HHO3HMH aueao0eH AMMenpaHos MPY Xopa ca YCTAHOBEHH CICAHHTE
mnasmeny Huea Ha DIP u PacBA: chotBeTHO 3,7 MHKporpama/ml (cnen 2 waca) u 9,4 mMuxporpama/ml

(cnen 1 yaca). B npoyuysanua BEPXY MOHOCHMOCTTA HA J03aTa MPH X0opa, MAKCHMAaTHOTO MOKa4YBaHe Ha

He e THHEHHO M MOXxe aa Bapupa ¢ =10% B nocneapamure npuemMa 1-3 Haca.

EjiMMUHHpaHE
[Ipu n03a OT 4 g AHEBHO H B YCIOBHATA HA YCTORYMBO ChCTOAHHE, 24-9acoBaTa eKCK




PAcBA u HeHHus ocHoBed meTtabonut noctura ao okono 85% ot npunoxenara gosza. 95% or DIP-
MOJTy4YeHaTa paJMOaKTHBHOCT B YPUHATA CE€ BB3CTAHOBABA KAaTO HenMpoMeHeH DIP u DIP N-okcua.
ETMMUHALHOHHUAT NOAY*KHBoT € 3,5 4aca 3a DIP u 50 mudyTe 3a PAcBA. [lpu xopa, ocHOBeH
meTabonut Ha N,N-grumeTunamuno-2-npomnadon € N-okcug 3a DIP w o-auunrmokyponu 3a PAcBA.
OIMHTHTE ¢ paAXHO30TOIH Ca HETIOAXOAALUH MPH XOpa, Thil KATO HHO3WHOBATA CHCTABKa ce kaTabonuzupa
1O MBbT4 Ha MYPHHOBOTO pasrpaxiaHe A0 MuKo4Ha kucenuHa. Chnen nepopaiHo NPWIOKEHHE NMpu
KHBOTHH, A0 0kono 70% oT nomyuyeHus HHO3WH Moxe & Obae yCTaHOBEH 101 (opMarTa Ha NMUKOYHA
KUCE/IHHA, 8 OCTATEKBLT MY — KATO HOPMAaTHUTE METabOMHTH KCAHTHH M XMIIOKCAHTHH.

buoHamMuHOCT/TLow oA kpueata (AUC)
B ycnoBuATa Ha YCTOHUUBO CHCTOAHUE, HAXOAKHTE B YPHHATA 3a ChCeTaBkaTa Ha PACBA 4 Helinug

meTabonut ca >90% ot obiara crofinoct. Haxonxara Ha cheraBkara Ha DIP i HeltHua meTabonut ca
>76%. B nnazmara, AUC e Oura >88% za DIP u >77% 3a PAcBA.

5.3 IlpeaAKJHHHYHM JaHHH 34 Oe30MaACHO
Muo3uk aueno0eH NHMENpaHos NoKa3sa HUCHK Npodul Ha TOKCHYHOCT MPH MYITHBAPHAHTHH OCTPH,
MOAOCTPH H XPOHHYHH TOKCHKOMIOTHYHH MPOYYBAHHS NPU MHILKH, IUTEX0BE, Ky4eTa, KOTKH U MaliMyHH

npH no3u a0 1500 mg/kg/anesHo u npoussexna Hafi-HUCKaTa ocTpa nepopanHa 103a LDso mpy 50 v
MaKCUMaiHaTa TepanesTdHa go3a ot 100 mg/kg/nHeBHo.

ABATOCPOYHUTE TOKCHKOIOMMYHH MTPOYYBAHKA NPH MULIKH U MJIBXOBE HE NMOKA3BaT HHAUKALIMU 34
KapUHHOIeHeH MoTeHLHall.

CTaHZapTHUTE W3C/ACABAHUS 32 MYTATE€HHOCT U N Vive MPOYYBAHUSA NIPH MHILKH H TUTHXOBE, KAKTO H in
Vitro 1npoy4vBaHys BLPXY JIUMQOLHTH OT 4OBELLKA NepudepHa KpbB, HE NOKA3BAT Pa3IMKKH OTHOCHO
MYTar¢HHHUTE €(PEKTH.

Hsma naHnu 3a nepuHaTanHa TOKCHYHOCT, eMOPUOTOKCHYHOCT, TEPATOrEHHOCT WIH HapyLieHA
penpoOayKTUBHA QyHKLWS [IPH MULLIKM, ILTBXOBE U 3afLM NPH NPOYUBAHHA ¢ MPOABLIDKUTENHO

napeHTepanHo Nnpuiarane Ha A03u Ao 20 MbTH MaKCHMAITHATa [IPENopPbYHTETHA TEPaNCBTHYHA JO3a TIPH
xopa (100 mg/kg/aHeBHO) (BXK. ChIIO TOYKa 4.6).

6. PAPMAILEBTUYHHA JAHHHU

6.1 CoeCHK HA NIOMOINHHTE BeleCTBA
KaprodeHo HulIecTe

[Tosugow K-25

MarHe3ues creapar

6.2 HecnBMECTHEMOCTH

HenpuinoxkuMo.

6.3 Cpok Ha roaHocTt

2 rOAMHH

6.4 ChoenuaTHA YCTIOBHS HA ChbXPAHEHHE

Ha He ce coxpaHsaBa Han 25°C,

6.5 BnauchabpkaHHe HA OMIAKOBKATA




Tabnerkute ca onakoBaHu B AlI/PVC/PE/PVDC npospaunu O1MCTEPH W ca MOCTABEHH B KaPTOHEHY
KyTus, cbabpikamia 10 unu 30 tabnerku. |

He scuuky BHOOBE ONAKOBKH MOraT aa ObJaT myCHaTH Ha nasapa.
6.6 Coennaand npeanasHa MepPKH NPH H3IXBLPJAAHE H padoTa

HeH3mno/13BaHHAT JICKAPCTBEH NPOAYKT WIH OTNaAbuHHTE MaTEPHAIU OT Hero Tpsadsa Aa ce U3XBBPIAT B
ChOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. IIPATENKATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.

1103 Budapest,

Oy6mrdi at 19-21.

YHrapus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20230081

9. JATA HA ITBPBO PAZPEIIABAHE/TIOJHOBSABAHE HA PABPEIHEHUETO 3A
YIIOTPEBA

JlaTa Ha nbpeO paspeuasane: 21 anpun 2023 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA




