KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HME HA JJEKAPCTBEHMSA ITPOAYKT

Bupykcan @opre 1000 mg Tabnerku
Viruxan Forte 1000 mg tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Beska Tabnerka chabpska 1000 mg uHo3MH auenoben aumenpanon (inosine acedoben dimepranol).
[TOMOIIHHM BelleCTBa: MaAHHTOJ, MUEHHYHO HULIECTE

3a NbJIHKSA CIMCHK HA MOMOLIHUTE BELLIECTBA BUIKTE TOLIKa[ﬁ,qu,,-'l BIHUTENHA ,QI"EH]_M}{ 10 NEKAPCTBATA
I.'(pamxa Xapaxmepucimuka Ha npogyxma - Ipuaoxerue 1

<bM Pea. Ne 100260/(73)

3. JIEKAPCTBEHA ®OPMA  PazpeweHue Ne 9 3 T T T
P ;BG/MA/MP—....Z.'?.Z” ..... e o pssmrns
L(}goépemm Ne o T S

Bsna 1o noutw 6ana, npoabirosara, 6e3 MUPUC WIH € JIEK aMMHOB MUpHC TabeTKa ¢ JIejIuTe/Ha
yepTa BBPXY e/lHaTa cTpaHa. 3a pasjensHe Ha TabneTKaTa Ha paBHM /1034, aKO € HEOOXOAMMO.

4. KJIMHUYHHU TAHHH
4.1 TepaneBTHYHH NOKA3AHHA
Bupykcan @opTe e nokasaH 3a JiedeHHe Ha MallMeHTH C BAPYCHH PECITMPATOPHH MH(PEKIIHH

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

EOJHHOBKB

Jlo3upoBKara ce onpejesisi HHAWBHAYATHO Bb3 OCHOBA HA TEJECHOTO TEMJIO Ha NALMEHTA U €CTECTBOTO
U TexkecTTa Ha 3abosiaeanero. J[HeBHUAT nprem TpsaOBa 1a ce pasnpe/ielH NOpaBHO Mpe3 YacoBeTe Ha
OyayBaHe.

Bb3pacTHH M MALMEHTH B CTAPUECKa BH3pacT

I[IpenopbumnTenHara aAHeBHa a03a e 50 mg/kg TenecHo Terno (1 Tabnerka 3a 20 kg), oGukHOBEHO 3
g//IHEeBHO 110 He roBeye OT 4 g/MHEBHO, NMPUJIAraHK NEepopaHO B 3-4 1IOPaBHO pa3/iefieHH 103K Mpe3
JeHs.

[leauaTpyyHa rmonyJiauus
Jleua nan 1 roauuina sw3pact: 50 mg/kg TenecHo Terso, AHEBHO B 3-4 MOpaBHO pa3/Ie/IeHH [03H Mpe3
JIeHs.

MPOABJDKUTEIIHOCT HA JIEHEHHUETO
Octpu 3a6onsBanus: npu 3a00sBaHUA ¢ ObP30 pa3BHTHE, OOMUYAHHATA NPOIB/KHTEIHOCT Ha
JIEYEHHETO € OT 5 10 14 quu. Jlevenuero TpsaOBa 1a NpoALIKHU | UK 2 1HKU ciell OT3ByYaBaHe Ha
cumnromute. JleuenueTo Moke 1a Objie YABIKEHO WIH NMOBTOPEHO, aKO € He0OX0AUMO, 110 NpEeLEHKa
Ha JieKaps. )

Haunn Ha npuiokenune
To3u siekapcTBeH NPOAYKT € NpeAHa3HaueH H3KIIOUHTEIHO 3a IEPOPATTHO NPHIIOKE
JIHeBHUAT npHeM TPAOBaA Ja ce pas3npeesiv MopaBHO TNpe3 YacoBeTe Ha OyayBaHe.




3a ynecHsABaHe Ha NMOFTBLIAHETO TabneTkaTa MOXKeE [a Ce CHYINH H Pa3TBOPH B MAJIKO KOJIHYECTBO
OBKYCEHA TeHHOCT I10 BPEME Ha ITPUEMAHETO.
Bupykcan Popte MOXe Ja e NpHIara HE3aBMCHMO OT BPEMETO 3a NPUEM Ha XpaHa.

4.3 IIpoTHBONMOKA3AHHA

Bupykcan @opre He TpAOBa Aa ce npuiara:

. [pU TMALHEHTH C M3BECTHA CBPBXYYBCTBUTENHOCT KbM aKTHBHOTO BEILECTBO MIIH KBbM HAKOE OT
MOMOLIHHTE BelllecTsa, H30poeHH B To4kKa 6.1;
. TpH NaLHeHTH, NOHACTOALIEM CTPaAalliy OT N0Aarpa;

NPH NaLMEHTH C MOBHILCHH CTOIHOCTH Ha IIEKOYHATA KHCETHHA B KPLBTA.
44 Coenxajnnum npeaynpexaeHHs H NPeANA3HH MePKH NPH ynoTpeba

Bupykcan ®opTe Moxe Ja NPHYHHK NPEXO0AHO MOBHIIEHHE HA H3XOJHHTE HMBa Ha NIHKOYHATA
KHCENHHA B CepyMa H YPHHATA, KOUTO 00H4aiHO OCTAaBaT B HOPMAIHHTE IPAaHHLM (NIPHEMARKH

8 mg % wiu 0,420 mmol/l, cbOTBETHO, KAaTO rOpHA rpaHHLia), 0coBEHO NPH MBAKETE W 3acTapABaLlaTa
nonynanys ot asara noia. [IoBHIIaBaHETO Ha CTOMHOCTHTE HA NMKOYHATa KHUCE/IMHA C& AbJDKH Ha
KkaTaBoNMTHHA MeTa0OAMIBM HA HHO3HHOBATA ChCTaBKa Ha IPOAYKTA NPH XOpara A0 [THKOUHa
kucenuHa. To He ce Ib/DKHM Ha OCHOBHH JIEKapCTBEHO-HHIYLIMPAHH NPOMEHH B aKTHBHOCTTA Ha
€H3WMHTE WIH B NpeyucTBaltaTa GyHkiua Ha 6p6penuTe.

Cnenoratento, Bupykcan ®opre Moke Ra ce Npuara ¢ NoOBHILIEHO BHUMaHHE NP NAUMEHTH ¢
aHAMHECTHYHH JAHHH 32 NOJArpa, XHNEepyPHKeMHUA, YPOJIUTHA3a WIH NPH NALMEHTH ¢ HapyLIeHa
616peuna ¢pynxuus. [To BpeMe Ha JICHEHHETO, CTOHHOCTHUTE HAa MMKOYHATA KHCE/THHA IIPH TE3H
nauueHTH TpAOBa a ce NpocneABaT PelO0BHO.

Tpy HAKOH HHAMBHAK MOXE J1a HACTBIIAT OCTPH PeakiMH Ha CBPbXUYYBCTBHTENHOCT (YPTHKApHs,
aHruoeseM, aHapunakcus). B tezn cnyuau, neuennero ¢ Bupykcan ®opre Tpabea na 6nae
NpEeyCTAaHOBEHO.

IIpH NPORBIDKHTENHO NEHEHHE € BE3MOXKHO 00pa3ypaHe Ha KaMbHH B ObOpeLIMTe M JKIIbUKATA.
CTOHHOCTHTE HA NTHKOYHATA KHCEIMHA B CEpyMa W/ilH YPUHATa, YepHOPOOHHTE HyHKLIMOHATHH
M3C/IEBAHKA, KPbBHATA KapTHHA M 6b0peyHHTe GyHKUMOHANHY H3cneBaHHA TpADBa fa ce
NpOBEPABAT PEAOBHO NIPH BCHHKH MALIMEHTH Ha MPOABLKUTENHO NedeHue ¢ Bupyxcan @opte .

ITineHHYHOTO HHLIECTE B TOBA JIEKapCTBO ChABPXa MHOIO HHCKH HHBA Ha NYTCH (CLIHTaHH 3a
6e3rnyTEHOBH) M € MHOTO Maiko BepOATHO 1a MPHUHHK NpobneMH, ako uMate LbonHakui. Eana
Tabnerka (1000 mg) crabpxa no-Manko ot 20 ppm rayTeH. AKo ¥Mare aneprus KbM NiieHHua
(pasnHyHA OT UBOJIMAKHKA), He TPAOBa Aa npHemare TOBa JICKapCTBO.

4.5 BsanMoaelcTBHe ¢ IPYIH JIeKAPCTBEHH NPOAYKTH H APYTH opMH HA BIaHMOAeHCTBHE

JlekapcTBEHMAT NMPOAYKT TPAGBEa Aa ce H3N0I3Ba ¢ NOBHLUIEHO BHHMaHHE MPH €AHOBPEMEHHO
NipHiaraHe ¢ HHXHOHTOPH HA KCAHTHHOKCH/Ia3a (A/IOMYPHHON) MY YPHKO3YPHYHH CPENCTBA,
IOUYPETHLIM — THa3HAHH AMYPETHIH (KATO XHAPOXAOPTHA3HA, XJIOPTAIMAOH, HHAANAMH) HIH
AMYpPETHLH, MOBIUSBAILM eKCKpelHATa npe3 OrOpeuHaTa Opumka (kaTo Qyposemun, TopaseMH,
eTaKpHHOBA KMCEIHHA).

Bupykcan dopTe MOXe Aa ce NpHara ciejl, HO He M eIHOBPEMEHHO ¢ HMYHOCYTIPECHBHH CPEACTBa,
Thii KaTo € BE3MOXKHO YNpaXHABaHE Ha GapMaKOKHHETHYHO NOBNHABAHE BBPXY XKeNnaHuTe neuebuu
edexTu.

EnHoBpeMenHara ynotpe6a ¢ asuporumuauns (azidothymidine, AZT) ypennuana o6pa3
AZT HykneoTHIM 4Ype3 MHOXECTBO MEXaHM3MH, BIUTOUBALIM NOBHILEHA OHOHATHYHOCT
KpPbBHATA TU1a3Ma H NIOBHIIEHA HHTpatlenynapHa (ocdopHiaLma B MOHOLIMTHTE Ha Yose
pesynrar Ha ToBa, Bupykcan ®opte nosiaea sb3ieiicTeHeTo Ha AZT.
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46 @epTHAHTET, (peMEHHOCT H KbpMeHe

bpemeHHoOCT
JIMNCBAaT KOHTPONKPaHH NPOYYBAHMA, NPOCIeABallH pUcKa 3a (eTyca H HApYIIABAHETO HA

deprunurera npu xopa. He ¢ W3BeCTHO Nand HHO3HH aueao6eH AHMENPARO ce EKCKpPeTHpa B
MaifunHaTa kbpma. Eto 3auo, Bupykcan ®opre He Tpa6Ba Ja ce npunara no speme Ha GpeMeHHOCT
MJIH KbPMEHE, OCBEH aKO JeKapAT HE MPELEHH, Y€ MON3HTe HaJBHLIARAT NOTEHLMATHHA PHCK.

Krpmene
He e n3BecTHO nanu MHO3MH alieo0eH AMMENpaHoI ce eKCKpeTHpa B KbpMata. Hama naHHH 3a

€KCKPELMATa Ha JIEKaPCTBOTO HIH MeTabONUTHTE B JKHBOTHHCKOTO MJIAKO. PHCKBT 38 KbpMa4eTo He
moxe na 6bae u3kmoueH. KspMeHeto Tpabea fa ce npeyCcTaHOBH 110 BpeMe Ha JICYEHHE ¢ HHO3HH
aueaofeH AMMENPaHOI.

Peprunvrer
Hsma 1aHHM 3a BIMAHHETO Ha JIEKAPCTBOTO BLPXY YOBEIIKUA (pepTHNNTET. [IpoyHBanuaTa npu

JKMBOTHH He NOKA3BaT eeKT BbpXY (epTHnuTeTa (BX. ToUKa 5.3)
4.7 Edexrta Bbpxy cunocobHOCTTA 32 moHpake H padora ¢ MAIHHA

Bupykcan ®opTe He NMOBIHIBA KU NOBITHABA IpeHebpexuMo criocobHoCTTa 3a wodHpaHe H paboTa ¢
MAalLHHH.

4.8 HexeanH JeKAPCTBEHH PeaknHH

To Bpeme Ha nevennero ¢ Bupykcan @opre, eHHCTBEHATA OCTOAHHO HabNtoMaBaHa
NIEKAPCTBEHO-CBBP3aHa HeXENIAHA PeaKLiMs NPH BB3PACTHH, KAKTO H B NeAHAaTPHYHATA [IOMylalu4, €
npexoaHo noeHwenne {06HYaifHO OCTaBAIIO B PAHHLMTE HA HOPMATa) Ha CTOAHOCTHTE HA NHKOYHATA
KHCE/IMHA B CepyMa H YPHHATA, KOUTO OOHKHOBEHO C€ 3aBPBILAT KbM H3XOJHHTE CH HHBA HAKO/KO
JHH CJIe/l Kpas Ha NeUeHHETo.

Yecmoma no MedDRA xongenyuama

Muoro yectn >1/10

YectH >1/100 no <1/10

HeuecTn >1/1 000 no <1/100

Penxs >1/10 000 o <1/1 000

MHoro peaku <1/10 0600

C HeW3BECTHA YECTOTa | OT HAUIHMYMHHTE JAHHH He MOoXe fa ObAe HanpaBeHa OLIEHKa

Muoro yecTH
Hacnedeanus [ToRMILIEHH CTOMHOCTH HA MHKOYHATA KHCE/IHHA B
KpEBBTA H YPHHATa

Yectu

CmoMaiHo-4pesHYu HapYWeHus [Moeprwane, [anene, JuckoM$opT B ENHracTpUyMa

Obwu Hapywenun u ecpexmu Ha macmomo na  YMopa, Hepasnonoxenue

npuRoICeH e

Hacneosanusa IToBHLLIEHH CTOHHOCTH Ha YpeaTa B KPbBTa,
TToBHIIEHH CTOMHOCTH HA TPAHCAMUHAIHUTE,
IMoBHIIeHH CTOHHOCTH Ha ankanHata gocdaraa B
KpbBTa

Hapyuienun na kosxcama u nooxkosicHama Ob6pus, [pypuryc

muvKan

Hapywenua na nepenama cucmema I'nasobonne,

Hapywenua na yxomo u aabupunma Bepruro

Hapywenua na myckyano-cxeremuama ApTpanrua
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CUCIEMA Y CLEOUHUMENHAMA MBKAH

Heuectn

CMoMaHo-4peaHY HapyWeHus Juapus, KoHcTunanus
Hapywenus na nepgnama cucmema CoMHONEHTHOCT,
Heuxwunu napywenus Hepeuoct, HHcOMHEIA
Hapywenua na 6vbpeyume u nuxounume Honuypust

NBIMULG

CreaHuTe HeXKENaHH peaKklnH ca CHOOIIEHH [IpA [IOCT MApKETHHIOBOTO HabmoneHue. quTOTaTa, C
KOATO Bb3HHKBAT, HC € U3BCCTHA (OT HaATHYHHATE JAHHHU HE MOXKE Ja 61),116 HanpaecHa Ol.leHKa).

CmomauiHo-4peeHy HAPYWeHus Bonka B ropHata 4acT Ha kopeMa

Hapywenun na umynnama cucmema CBpPBXYYBCTBHTETHOCT, AHaHMNIAKTHYHA peaKLuA
Hapywenun na nepgnama cucmema 3amasnHOCT

Hapywerus na kodxcama u ROOKOMCHAMA Epurema, AHruoeaeMm , Y prukapus

muran

CroliiapaHe Ha NoJ03HPaHH HEXKENAHH PEAKLIMH
CrobmaraneTo Ha NONO3HPAHK HEXENIaHH PeakliH ciie]| paspelliaBaHe 3a ynoTpeba Ha eKapcTBEHHA

NPOJYKT € BaxkHO. ToBa MO3BONABA a NPONL/DKH HaOMIOAEHHETO Ha CHOTHOUIEHHETO M0J133/PHCK 32
NekapcTBEHMA NPOAYKT. OT MeIMUMHCKUTE CIIELMATIHCTH C€ H3UCKBa 1a Cho01aBsar Beska
TIO/103MPaHa HeXellaHa peaKLius upes:

HsnbnHUTEMHA areHLHA 110 JeKapCTsaTa

ya. ,JJaman I'pyes™ Ne 8

1303 Codun

Ten.: 359 2 8903417

yebcaiiT: www.bda.bg

4.9 TIlpenoimpane

Hsama chobuieHHs 3a chy4ad Ha [peo3HpaHe ¢ MHO3MH aueno0eH quMenpanost. CeprHo3HH Hexenanu
peakiuu, obade, OCBEH MOBULIEHUTE HUBA HA IMKOYHA KHCE/IHHA B OPraHH3Ma, Ca MaJIKO BEPOATHH,
MpeBH pe3yITATHTE OT MPOY4BAHHATA BBPXY TOKCHYHOCTTA NIPH XKMBOTHH. JleueHneTo TpsaGea na
§®Je OrpaHMYEHO 1O CHMNTOMATHYHH H MOAbPKALIH MEPKH.

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 @apMakoaAHHAMHYHH CBOHCTRA
dapmakoTepaneBTHYHA rpyna: Apyrd aHtueupycHu cpeacrsa ATC xon: JOSAX0S5

Bupykcan Qopre € CHHTETHYHO ITyPHHOBO NIPOH3BOIHO ¢ HMYHOMOIY/IHPAIUH H IPOTHBOBHPYCHH
CBOMCTBa, KOMTO Ca Pe3yNITaT OT SBHO if Vivo YCHIBAaHE Ha HMYHHHA OTFOBOP HA OpPraHH3Ma,
6naromapeHue Ha JTeKApCTBEHHSA MPOIYKT.

KJMHMYHKTE NpOYYBaHKA TOKA3BAT, Y€ HHO3HH anefo0eH JUMENpaHol HOPMAIU3HPa HeJ0CTaTbYHH
HITH HapyIIleH KIeTEYHO-MeTHHpaH HMYHHTET (0 M3XOAHUA 3a OpraHH3Ma) Upe3 NPeAH3BHKBAaHEe Ha
tun Th1 oTroBop, KOHTO HHHIHHpa Y3pARaHeTo U KudepeHLpaHeTo Ha T numdouutuTe, H
NOTEHIHPAHETO HA HHAYLMpPaHUTe TUMbonponidepaTHBHH PEaKUMH B MHTOIE¢H- WiIH
aHTHreH-aKTHEHpaHuTe KIeTKH. [1o nogo6eH HauYnH, TeKapcTBEHUAT MPOAYKT MOAYIHpa
LMTOTOKCHYHOCTTA Ha T TMMGOLHTHTE U Ha ECTECTBEHHTE KIETKU-YOUHLH, DyHKIIHHTE Ha
cynpecophuTe H Ha T4-xenmepHUTe KIIETKH, a Taka CBIIO ¥ nosHIlaBa 6pos Ha IgG 1 ko
NOBBPXHOCTHHTE Mapkepu. MHO3MH alleno0eH TUMENpaHon YBeIH4aBa IPOH3BOACTBOY
IL-1 ¥ moanomara mpoaykumarta Ha IL-2, perynupaiixu BB3XOMAL0 EKCIPpecHaTa Ha L,
vitro. Toili yBen4aBa 3HAUMTENHO eH0r¢HHaTa cekpenns Ha [FN-y v HamansBa in vivg
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IL-4. OcBen ToBa, TOM NOTEHLIHPa XMMHOTAKCHCA M (harolMTO3aTa HA HEYTPODHIHTE, MOHOLIMTHTE H
Makpocgarure.

In vivo, uHo3uH allenoGeH JHMeNnpaHoN NOANOMara NOTeHUHPAHETO Ha IIOTHCHATHA CHHTES H
TPaHCTALUMOHHATA CrIoCOGHOCT Ha MHbOpMalHoHHaTa (MaTpHuHa) PHK (mRNA) Ha numdountute,
KATO ChLIEBPEMEHHO HHXHOHpa cHHTe3a Ha BHpycHaTa PHK nocpeactsom Bee oite HEH3ACHEHH
CTETICHH Ha

(1)  HHO3MH-MEAMHPEHO BKIIOYBAHE HA OPOTOBATA KACEIUHA B IONHPHOO3OMHUTE;

2)  NOTHCKZHE Ha 3ANaBAHETO HA MONHAACHWIOBATA KHCEAHHA KbM HHPOPMaLIHOHHATa (MaTpKHUHa)
PHK ua supyca; ¥

3)  MoNeky/NApHAa peOpPraHU3ALMsA Ha BETPeMeMOPaHHHTE 11a3MeHH YacTHLM (intramembrane plasma
particles, IMP), koeTo yBesiH1aBa NOYTH TPHKPATHO [UTETHOCTTA HM.

HHosun anenobeH auMenpaHos HHXHOMpa ¢ocoarecTepasaTa Ha LIHKJIHYHHA [YaHO3SHH
3',5'-monodocdar (cyclic guanosine 3',5’-monophosphate, cGMP) camMo np1 BUCOKH KOHLEHTpALHH in
Vitro v IpH HUBa, HEBKIIIOYEHH B MPOABHTE Ha HMYHO(DaPMaKONOrHuHHTE eeKTH in vivo.

52 @apMaKOKHHETHYHH CBOHCTBa
Bcska OT CECTaBKMTE Ha JIEKapCTBEHHA NPOLYKT NOKa3Ba cOOCTBeHH GapMaKoNOrMyHH CBOKRCTRA.

A6copbims: [punoken NepopatHo PH X0pa, HHO3HH aueaoben auMenpanosn ce abcopbupa 6bpso u
HamrbITHO (2 90%) OT CTOMAILHO-YPEBHUA TPAkT. EkckperHpa ce ¢ ypHHaTa. ChLUO Taka, cnej
NEPOPAITHOTO MY [IPHIIOXKEHHE NpH MaHMyHH oT posla “Macacus rhesus”, 94-100% ot HHTpaBeHO3HHTE
CTOMHOCTH HAa XoMMOoHeHTHTe Ha N,N-1umeTnnamuno-2-nponason (DIP) u p-ateramuaobeHsoeHara
kucennHa (PAcBA) ce OTKpHBAT B YPHHATA HM.

Pasnpeaenenvie: Cnesl IpHIaraHeTo Ha NIEKapCTBEHHA MPOAYKT NIPH MEAMYHH € YCTaHOBEHO
panno0eNs3aHO OCTATHLYHO KOJHMYECTBO B CIISIHUTE TBKAHM (110 Pe/ia Ha HM3XOIALIATA CTIEHpHIH
axmuBHocT): 6u0peun, 6enu apoboee, HepeH Apob, chpue, AANAK, TECTHCH, MAHKPeac, MO3BK H CKeNIeTHA

MyCKynaTypa.

Merta6onnzbm: Cnea nepopanHo npuioxkerue Ha | 000 mg HHO3HH aueao0eH JUMenpaHo NpH 3Apasy
[0GPOBOLM ca YCTAHOBEHH CIIEAHUTE IU1a3MeHH HHBa 33 N,N-1nMeTrnamuno-2-nponatol (DIP) u
p-aueramHao6enzoerara kucenuna (PAcBA): cboTBeTHO, 3,7 Mukporpama/ml (cnen 2 yaca) M

9,4 muxporpama/ml (cnen 1 yac).

B npoyuBaHus BbpXy MOHOCHMOCTTA Ha 103aTa NIPH XOpa, MAKCHMATHOTO NOKayBaHe Ha HUBOTO Ha
NHKOYHATA KMCEIHHA ClleJ MPUeMa, KaTo MAPKA 33 BHECEHHA C JIEKADCTBEHHA NPOAYKT HHO3HH, HE €
NHHERHO M MoXe Na BapHpa ¢ + 10% B nocnenpawmre npuema 1-3 yaca.

Exckpeuns: Ilpu a03a oT 4 g IHEBHO M B YCJIOBHATA HA YCTOHYHBO CHCTOAHME, 24-4acoBATA eKCKpELIHs
B ypHHaTa Ha p-auetamMunobersoeHaTa kucenuna (PAcBA) u nefinna ocHoBeH MeTaboNMT nocTHra o
okolo 85% ot monyeHara fo3a. 95% OT paJHOaKTHBHOCTTA B YPHHATA, AbXKALIA CE HA
N,N-aumetwiamuso-2-nponaton (DIP), uasa ot Hemetabonusupanus N,N-AHMETHIaMHHO-2-MPONAHOIN
(DIP) 1 Heroeua N-okcen. Bpemero 3a nomyennmuRupade € 3,5 uacasa
N,N-numernnamuno-2-nponatoln (DIP) 1 50 MuHyTH 3a p-auetamuaobersoeHaTa kucenuHa (PACBA).
[Tpu xopa, ocHobeH MeTabomnuT Ha N,N-anMeTrnamMiHo-2-nponanona (DIP) e N-okcua, a To3u Ha
p-aueramuzobensoerara kucennHa (PAcBA) — o-aunnrmokyponua. Onurure ¢ panHOH30TOMH ca
HEMOAXOASILIM TTPH XOpa, T KaTO HHOZMHOBATA ChCTABKA ¢& KaTafoNH3Hpa M0 META HA MYPHHOBOTO
pasrpaxaaHe J10 MHKOYHA KHcemuHa. Cliel] IepopanHOTO NprioxkeHue Ha TabneTka npu XKHBOTHH, 110
okono 70% oT noayueHHs MHO3HH MOcke a 6B/1e ycTaHoBeR Noj GopMaTa Ha NHKOYHA KMCENHHA, a
OCTATBKET MY — KaTO HOPMAITHUTE META0ONMTH KCAHTHH ¥ XHUIIOKCAHTHH.

yPHHATA 3a CBCTABKATA p-aleTamuobensoeHa kucentHa (PAcBA) v neitnns metabonut, I,
OYAKBAHATA CTOMHOCT 3a pasteopa. Haxonkara 3a cscraBkata N,N-aumMeTinamuno-2-npf
uelinns Metabonur ca >76%. B rwiasmara, mourra noa kpusara (AUC) e >88% 3a DIP



PAcBA.

5.3 [IpeikIHHHYHH JaHHH 33 6€30NACHOCT

Bupykcan QopTe N0Ka3Ba HHCBLK NPOQHT HA TOKCHMHOCT NIPH MYNTHBapHaHTHYW NPOYYBAHHA BEPXY
0CTpa, IOAOCTPa H XPOHHYHA TOKCHYHOCT MPH MHLIKH, ITbX0BE, KY4eTa, KOTKH ¥ MafiMyHH B JIO3H 110
1 500 mg/kg/nHeBHO W NpOH3BeXk1a Hail-HHCKaTa cpenHa netanHa ao3a (LDso) cnen nepopanto

NpUIoKeHHE, HafBHLIABAILA 50-KpaTHO MaKCHMANHATa TepaneBTHYHa no3a ot 100 mg/kg/nuesHo.

HpOI['I:J'DKHTEJ]HHTC TOKCHKOJIOMMYHH IMPOYYBAHHA [TPH MHIIKH H [ITEX0BE HE NMOKa3BaT KAPUHHOINCHEH
NOTEHLHA.

CraHaapTHHTe H3CIECABAHHS 32 MYTAI€HHOCT H in Vivo NIPOYYBAHUA MPH MHIIKH H IUTEX0BE, KaKTO H
in vitro Npoy4YBaHUATA BBPXY JHMOOLMTH OT YOBEIIKa NepHPEPHa KPbB, HE NOKA3BaT abepeHTHH
CBOMCTBA.

Hsma f1aHHM 3a NEPUHATANIHA TOKCHYHOCT, eMOPHOTOKCHYHOCT, TEPATOT€HHOCT HIIH HapylieHa
penpoayKTHBHA (PYHKUHSA MPH MHILUKH, IUTbXOBE K 3aHLM TTPH NMPOYUBAHUA C NPONBL/DKATENHO
NapeHTEpaHO NPWIaraHe Ha JO3H, HaBNIIaBany 20-KpaTHO MakCHMaNHaTa NpenopeYHTENH

TepaneBTH4HA 1034 1pu xopa (100 mg/kg/aHeBHO) (BXK. CHUIO TOUKA 4.6, OTHOCHO MPENOPBHKUTE 3a
ynorpeba no BpeMe Ha OpeMeHHOCT).

6. ©APMAIIEBTHUHM JAHHH

6.1 Cuhouchk HA NTOMOUHHTE BEUECTBA

Manuton

TliweHH4HO HHLIECTE

TloBumon

MarHe3ues creapar

6.2 HecLBMeCTAMOCTH

Henpunokumo

6.3. Cpox Ha TORHOCT

24 mecena

6.4 CroenHAIHH YCJIOBHA HA ChbXPAHEHME

Ja ce cpxpansea noa 25°C B OpHrHHATHATA OMAKOBKA.
6.5 BHj ¥ cBABPKAHHE HA ONAKOBKATA
PVC/PVAC/Al 6nuctep ¢ 12 1 24 TaGNeTXH B KapTOHEHa KYTHA; IMCTOBKA ¢ HHpOpManus 3a
HalHeHTa

He BcHukH BHAOBE ONAKOBKH MOraT fla Obnar NyCHATH Ha Mnasapa.

6.6 ChenuajHH npena3HH MePKH NMPH HIXBLPAAHe n pafoTa

CBOTBETCTBHE € MECTHHTC HIHCKBaHNA,

7. IIPHTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA




Ewopharma International, s.r.o.
Prokopa Velkého 52

811 04 Bratislava

CioeakHa

Ten: +421 2 5479 3508

Mdaxc: +421 2 5479 3085

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

Per. Ne

9. JIATA HA ITEPBO PA3PEIIABAHE/MIOJHOBABAHE HA PA3PEIIIEHHMETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3speruapaHe:

10. JATA HA AKTYAJIM3HUPAHE HA TEKCT




