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1. HME HA JEKAPCTBEHHSA MPOAYKT

AKBHP ®OPTE ¢ Bkyc Ha aroaa 500 mg/5 ml cipon
AKVIR FORTE strawberry taste 500 mg/5 ml syrup

2. KAYECTBEH H KOJIHUECTBEH ChCTAB

Bcexn ml cupon cuappixa 100 mg HHO3MH mpaoGekc (inosine pranobex), peACTABIABAII HHO3KH H
p-aueTaMMHOGEH30€Ha CON Ha 1-MMMeTHNIaMHHO-2-TIPONaHON B MONapHO ChoTHOMIEHHE 3:1.
5 ml cupon ceappxar 500 mg HHO3MH npaHOGEKC.

[lomMonHy BemecTRa ¢ H3BECTHO AeiicTBHE: 3aXapo3a, MeTHInapaxuapokcubensoar (E218),
nporanapaxuapoxcubensoat {(E216) u HaTpHii.
5 ml cupon ceabpxat 3000 mg 3axapoza H 6,24 mg HarpHii.

3a TLIHKA COWCHK Ha NOMOLTHUTE BEIECTBAa, BIDKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
Cupon

BucThp, Oe3rBeTen No GNeXOMEBIT CHPOI ¢ BKYC Ha ATO/IH.

4. K/IHMHHYHHU JAHHH
4.1 TepaneBra<HH NOKAIARAA

Karo no6Gagka B €9¢HHETO Ha pEKYPEHTHH HH(EKIIAH Ha FOPHHUTE MXATENHH THTHINA TIPY
HUMYHOKOMIIPOMETHPAHH HALHCHTH.

IIpu neueHHe Ha XepIiec Ha YCTHWTE M JIMIIETO, MPMYHHEH OT BHpYCa Ha Xepriec cuMiuiekc (Herpes
simplex).

4.2 [lo3HpoBKa H HAYHH HA NPHJICKeHHE

EOSH POBKa

Jo3ara ce onpenens B 3aBHCHMOCT OT TEJISCHOTO TEMIO HA NALHCHTA M TEXXKECTTa Ha 3abongBaHero.
JnesHaTa Jo3a TpabBa Aa ce npuiara B paBHH €AMHHYHK J03H HAKOIKO MBTH AHeBHO. OGH4aliHaTa
NPOIL/DKHTENHOCT Ha JiedeHHero € 5~14 auu. Caea oTiIyMABaHE HA CHMOTOMHIE JEUEHHETO TpAGBA
Ja npoabike 1-2 qHH.

ITpu pexypeHTHH XepnecHH HHGEKIIMK € BAKHO JICUSHUETO Aa 3a04He NMpe|d Ha4aaoTo Ha
MPOAPOMATHHTE CHMIITOMH, HIIH BeIHAra CJiel oSBaTa Ha MEPBUTE JI€3HH.

Bb3pacTHu W M2 B cTapyecka BL3pacT
Ilpenopwunrennara aosa e 50 mg/kg TenecHo terno axesHo (0,5 ml 3a 1 kg TenecHo
o0ukHoBeHo 3 g (oTroBapamo #a 30 ml cupon) areBHo, pasaeneHa B 3 win 4 npHe
AHeBHa no3ae 4 g (OTTOBapﬂH.lO Ha 40 ml cupomn). .f

}‘ Bl e . _3
Jeua Han 1 roauHa I AL 5 3':;
INpenopbaanata nosa e S0 mg/kg TenecHo Terio auesHo, o6HKHOBeHo 0,5 ml 3a\ kg\'\mﬂccﬂo TeF?L
paszaeneHa B 3 WiIH 4 NpHeMa Ha JeH; PHIaraHa B ChOTBETCTBHE ¢ TAOMHIIATA T10- n\ouy' ™ 0 %
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TenecHo Terno Jozuporka*
10-14 kg 3x25ml
1520 kg 3x2,5-35ml
21-30 kg 3x3,5-5ml
3140 kg 3Ix5-7,5ml
41-50 kg 3x75-9ml

* HsnonspaiiTe MOMMNPONKHICHORATA N03MPAIIA YALIKA, TTPEIOCTABEHA C ONAKOBKaTa/

Hauun Ha npuiokenne

Ilepopanno npunoxenue

4.3 TlporssonoxazaHus :
CBPBXYYBCTBUTEAHOCT KM aKTHBHOTO BELISCTBO HITH KbM HAKOS OT MIOMOILHHTE BEILECTBA,
H30poeHH B TOYKa 6.1,

AKO NAUMEHTHT NOHACTOANIEM CTPajia OT NMO/Arpa.

AKO NMalKMEHTHT UMa TIOBHILICHH CTOHHOCTH Ha MMKOYHA KHCEIMHA B KPBBTA.

44 Coenmanm npenynpexIeHHs H NpeIa3HA MEPKH IpH ynoTpeéa

AKBHP ®OPTE Moxe A8 NpHUHHM NPEXOHO NOBHLIARAHE HA M3XOHHTE HHBA HA MMKOYHA
KHCE/IHHA B CEPYMA H YPHHATa, KOMTO 00HYAifHO OCTABAT B HOPMATHHTE TPaHHIUH (FOPHATA MPaHHLIA €
croTBeTHO 8 mg/dl s 0,42 mmol/l), ocobeHo mpr MBakeTe H 3acTapaBalLATA HOMY/IALMSA OT JBATa
nona. [loBrIaBaHeTo Ha CTOHHOCTHTE Ha TAKOYHATA KHCETHHA C¢ Ab/DKH NPH XOpaTa Ha
KkaraboIM3Ma Ha HHOBHHOBATA CHCTABKA HA MPOAYKTA A0 NMMKO4HA kicennHa. To He ce Ab/bkU HA
OCHOBHH JIEKapCTBEHO-HHAYLHPAHH MPOMEHH B AKTHBHOCTTA HA €H3HMHTE HIH B ObOpeuHHa
krapbHC. Cnegosarenno AKBHUP ®OPTE cienpa aa ce npriara ¢ IOBHHIEHO BHUMAHHE NPH
[TANMEHTH ¢ aHAMHE3A 34 NOJArPa, XMIEPYPHKEMHUS, YPOIIMTHA3A WIH NPH NAlHEHTH ¢ HApYLIEHA
On0peuna dyskums. B xo/a Ha neue¢HHeTO HMBATA HA MUKOYHA KHCEIMHA TPH Te3d MaupeHTH TpAGea
Jia ce NpocneAsBaT PeJOBHO.

[Ipy HAKOH NALMEHTH MOKe Ja ce MOABAT OCTPH PEAKIIMM HA CBPBXYYBCTBHTENHOCT (YPTHKAPHS,
aHruoeneM, aHagunakcus). B Takpe ciyuail sieuenmero ¢ nekapersenns nponykt AKBUP ®OPTE
TpabBa Na ce npexkpaTy.

Ilpone/oKHTETHOTO NeueHKe MOXKE Aa Jiosene o ofpasyeaHe Ha ObOpeuns kamMbHu. B ciydaii Ha
NPOABIDKHTENHO JiedeHue (3 Mecella HilH No-AbJIro) MpH BCHYKH NaLeHTH TpaOea 1a ce KOHTpOIHpar
PEIOBHO HHUBATa HA MMKOYHA KMCE/IHHA B CEPYMa H ypHHATA, YepHOAPoOHATA (PYHKIHA, KPHBHATA
KapTHHA H 0L0peyHaTa QyHKIMS.

Baxna andopManis 32 HIKOH 0T HIOMOIHATE BelleCTBa Ha Jekapersenns npoaykt AKBHAP
POPTE

To3u nekapcTBed NpOMYKT ChABpIKA 3axapo3a. [laluenTy ¢ peJIKd HACIEACTBEHH NpoGIEMH KaTo
HEMOHOCHMOCT KbM (DPYKTO32, INIIOKO30-TANAKTO3HA ManabcopOLMA HIIH 3aXapa30o-H30MarTaseH
nedHUMT He TpAGBA /1a IpHEMAaT TOBa JEKapCTBO.

1 m] cupon cxabpxa 0,6 g 3axaposa. Toea TpaGea Aa ce MMa NpeABHI [IPH MALMEHTH ChC 3aXapeH
JaHaoerT.

To3u nexapcTBeH NpoayKT ChIBPXkA MeTHNNapaxHapokcubensoar (E218) u . '/”;’EVF\
nponiwimapaxuapoxkcubensoar (E216), xoeTo Moxe A2 MPHYMHH aNEpPruyHi peaxmy@ L g
ca ot 3a6aBeH Tun). .f,: )
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Tosu nekapcTeen NPoxykT cuanpxa 37,4 mg vaTpuit Ha 30 ml, exBUBANCHTHM HA, 1.8

npenopbyaHus oT C30 makcHMaNeH THEBeH NPHEM OT 2 g HATPHIA 32 BB3PACTEH. SN



4.5 BsammojeiicTBHE ¢ APYTH JeKAPCTBEBH HNPOAYKTH H APYrH opma Ha BlanmMoaciicTsne

JNexapcrsenuar npogyktr AKBHP ®OPTE 1patsa fa ce Winonspa ¢ NOBULIEHO BHUMAHHE MPH
MalHeHTH, IEKYBaHH €AHOBPEMEHHO C HHXHOMTOPH Ha KCAHTHHOKCH/Ia3aTa (HallpHMEp Aoy pHHOI),
C NeKapcTBA, KOHTO 3aCHIBAT €KCKPELMATA HA THKOYHA KHMCeNuHa B YPHHATA, KAKTO H AHYPETHIIH,
BKIIIOYHTEIHO THAHIHH AHYPETHIH (KaTO XUAPOXJIOPOTHA3N/, XJIOPTAIHAOH, HHAANAMHIL) H
OpuMKOBH JHYPETHUH ((ypPOCEeMHN, TOPACEMHM]I, ETAKPHHOBA KHCC/THHA).

Jlexapcrrennar npopykr AKBUP GOPTE e Tpafea na ce npuema 110 BpeMe Ha JIEUCHHE C
HMYHOCYTIPECHBHH JIeKapcTBa (2 caMo ciie/l IPHKIIOYBAHE Ha TOBA JIeYeHHE), Thit kaTo
€{HOBPEMEHHOTO NMPHIIOKEHHE HA HMYHOCYNPECHBHH JIEKAPCTBA MOXKE /12 [TOBIHAC
(apMaKOKHHETHKATA H Ja IPOMEHH TepanesThynua edekT Ha AKBUP ®OPTE.

Ennospemennara ynorpeba Ha nekapceteenus nponykt AKBHP ®OPTE cbe 3un0ByauH (M3BECTEH U
KaTo asuaoTuMuauH, HiH AZT) ysemuyapa dpopMupaHeTo Ha HYKIEOTHIH HAa 3HA0BYAMH {TIOBHIEHA
aKTHBHOCT Ha 3HAOBYIHH) MOCPEACTBOM KOMIUIEKCHH MEXaHWIMH, BKTIOUBAILH NOBHILCHA
OHOHANTHYHOCT Ha 3HIOBY/IMH B IUIA3MATA H [IOBHLIEHO MHTpallenyTapHo ¢ochopuinpane B KPERHHTE
MOHOUMTH. B pe3ynrat Ha ToBa nekapcTeeHUAT nponyxt AKBUP GOPTE ycunpa edexra Ha
SHAOBY/THH.

4.6 ®DepTHARTET, GPEeMEHHOCT H KLPMEHE

He ca npoBekaaHM H3NMTBAHKMSA TIPH XOpa 32 edlekTa HA MHO3HH BLPXY QETATIHOTO PA3BUTHE H HE €
YCTaHOBEHO, JIalli HHO3HH Ce eKCKpeTHpa B MaiuuHaTa KbpMa. [Topaau Toba AKBHUP ®OPTE ue
TpA0Ba J1a ce MpHiara no BpeMe Ha GPEMEHHOCT HIIH KbpMeHe, 0CBEH aKO JIEKapAT He TIPELeHH, Ye
TIOJI3UTE HA/IBHIIABAT NIOTEHUHATHUSA PHCK.

4.7 E¢exTH BbpXy cn0coGHOCTTA 32 mopHpane n padoTa ¢ MAIHEH

AKBHP ®OPTE He nopinsba HIH NIORTHABA B NpeHeOpexMMa CTENIEH CIOCOBHOCTTA 3a IIodHpaHe |
paboTa ¢ MaIIHHH.

4.8 Hexelans NeKapcTBEHH PEAKUHA

Enuncraenara noctosHHo Habniojapaka HexkenaHa peakuys Mo BpeMe Ha ynoTpeba Ha JIeKapeTBeH s
NPOAYKT, NPH BE3PACTHH ¥ B [I€JMATPHHHATA NIOMYJIALMA, € NPEX0AHOTO NOoBHIeHHe (00HUaiHO
OCTaBaillo B rPAHHLMTE Ha HOPMATA) HA HARATA Ha [TMKOYHA KHCEIHHA B CEPYMa H ypHHaTa.
OGHKHOBEHO TE3H HUBA CE BPBINAT JO H3XOAHHTE CTOMHOCTH HAKOIKO JHH CIEH Kpas Ha JICUCHHETO.

Hesxenanure peaxuuu ca ieHHHPaHH 110 YecTOTa CHINIACHO KOHBeHLMATa Ha MedDRA: MHOIO YecTH
>1/10, wectn >1/100 to <1/10, Hewectn >1/1000 no <1/100, peaxnu >1/10 000 o <1/1000,

MHoro peaku <1/10 000, ¢ HenmsBecTHa yecTOTA (YECTOTATA He MOXKE Ja CE ONpeaeIH OT HATHYHATE
JIaHHH),

3

Cucremo-oprasen MHoro Yect Heuectn C HenzBeCcTHA 4ECTOTA

RJIac | 9ECTH

Hapyienus Ha aHruoenem®,

HMMYHHATa CHCTEMaA CBPBXYYBCTBHTEIHOCT,
YpTHKapHA*,
aHaHIAKTHYHA

Tleuxpnu HEPBHOCT

HapyleHus

Hapymenus Ha rnaeobosHe, COMHOJICHTHOCT, Bep'w ) .

HEPBHATA CHCTEMA BEPTHIO MHCOMHHS W BN /

_/
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lacTpoMHTECTHHAIHH NOBPBIIAHE, Adapus, fonka B enMracTpuyMa*
HapyuieHus rajicHe, KOHCTHIIAIINA
auckomdoprt B
eNUracTpHyma
Hapywenus na cupbex, epurem*
KOXaTa 1 o0pue
MOAKOXKHATA ThbKaH
Hapymenuns na apTpanrus
MYCKYJTHO-
CKeleTHATa CHCTEMA
H CheIHHHTEHATA
TEKaH
Hapymernua va MOy pUs
6uOpenuTe 1 (TOBHLICHO
OHKOYHHTE MHTHINA KOJIHYECTRO
yputa)

O6mu HapymeHus U yMOpa,
edeKTH Ha MACTOTO OTHaJHANOCT
Ha NPUIOKEHHE
Hicnenpanus NOBUIICHH | MOBHIIEHH

CTOMHOCTH | CTOMHOCTH Ha

Ha KpbBHa ypes,

NHKOYHa TPAHCAMHHAZH

KHCEIHHA B | M aJIKajiHa

KPBBTA, docdarasza B

MNOBHIISHH KpBBTa

HHBa Ha

[MHAKOYHA

KHCETHHA B

yp4YHaTa

* Hexenanure peakiiiu ¢a chobMeHH TIPH NOCTMAPKETHHTOBO HabmoaeHRe. Te3u peaklMe ¢e cuurar
33 TAKHBA ¢ HEM3BECTHA Y€CTOTA (OT HAMHMYHHTE AaHHH He MOKE [1a CE HAMPABH OLIEHKA).

C'BOGE&BaHe Ha HEXEAHH NEKAPCTRCHY PCAKIHK

CrobuiaBaneTo Ha NOAO3MPaHH HeXelaHH PEAKLHHM Clie]l Pa3pelllaBane 3a ynorpeba Ha TeKapeTae s
NpoayKT € BaxkHO. ToBa No3BoJIABA 1a IPOABILKH HAGMIOUEHUETO HA CHOTHOUICHHETO N0/13a/PHCK 32
JEKapcTBeHMA MPOAYKT. OT MEJHLIHHCKHTE CHELMAMHCTH C€ M3HCKBA Ja ChOOIIABAT BCAKA

NIOA03HPaHA HeXKe/laHa peakKiHg Ypes:

HanwnavTenHa arenws no nekapereara yi. ,,JJamsu ['pyes™ Ne 8

1303 Codusn
Ten.: 435928903417
yebeaiiT: www.bda.bg

4.9 IIpenozupame

Hsma onut ¢ npeposupane ¢ HHO3KH npaHobexc. Bee Mak cepro3HU HeXENaHH peaKkLiii, OCBEH
[NOBHIIEHHTES HUBA HA MHKOYHA KHUCEJIMHA B OpraHldiMa, ca MaJIkOo BCPOATHH, NPEABHA pesym"arm aT

[IPOYHBAHKHATA BBPXY TOKCHUHOCTTA TipH kuBOTHA. Jleuenuero TpsaGea aa Obae orpa}{

CHMITTOMATHYHH H NOJABPMKALIA MEPKH.

5.  @®APMAKOJOIrMYHH CBOMCTBA

5.1 ®apmakoaHuaMH4HE CBoHcTBA

T
i,



DapMakoTepaneBTHYHA I'PyIa: aHTHBHPYCHH CPEACTBA 33 CHCTCMHO MPINOKEHHE, aHTHBHPYCHH
CPEICTRA C TIPAKO AcHCTBHE,
ATC kox: JOSAX05

HHo3uH npaHOoOEKE € CHHTETHYHO MyPHHOBO TIPOM3BOAHO ¢ HMYHOMOXYJTHPALIH H AHTHBHPYCHH
CBOMCTBA, KOKTO Ca PEe3yTAT OT ABHO in Vivo YCHIBaHE HA MMYHHHS OTTOBOD Ha NPUEMAIIHS,
BCJICACTBHE HA JISKAPCTBEHOTO ACHCTEHE.

KnvHWqHUTe NpoyuBaHHs TIOKA3BAT, Y¢ HHOZMH NPaHOOEKS HOPMAIU3HPA HEJOCTATHYHHA HITH
HapyIICH KIETEYHO-MEAMHPAH MMYHHTET (/10 M3XOJIHHA 33 OPraHH3Ma), Ype3 MpPeau3BHKBAHETO HA
tun Thl orrosop, kolito HEMIMAPa y3psABaneTo H qudeperipanero Ha T mimMbourTHTE, B
NOTEHLMPAHETO HA MHAYIMPaHHA THMGbOTIpoTHbepaTHBEH OTTOBOP B MUTOreH- HITH AHTHTEH-
aKTHBHpaHUTE KJICTKH. 1o mofoben HauiH NexkapcTROTO MOZY/IHPA UMTOTOKCHYHOCTTa Ha T
TAM(OLKTHTE U HA ECTECTBEHHTE KNeTKH-yOuiiiy, dyHnkumure Ha T8 cynpecopruTe u Ha T4
XeINMepHUTE KICTKH, 4 ChING NoBHIaBa Opod Ha [gG 1 KOMILIEMEHT-NIOBBPXHOCTHHTE MAPKEPH.
Hno3uH npanobekc yBenuuasa npon3BoACTBOTO Ha uToKEH IL-1 n nognomara npogykiusara Ha IL-
2, KaTo peryiupa Bb3XOIAMO eKcrpecHsta Ha IL-2 penentopa in vitro.

Toii ysenruaBa 3HauHTENHO eHAOreHHaTa cekpelus Ha IFN-y ¥ Hamanssa in vivo npogykumsTa Ha IL-
4. ChbILe TaKa € MOKa3aHo, Ye ToH MoTeHumpa GaroldTo3ara B XeMOTAKCHCa [IPH HEYTPODHITHTE,
MOHOUMTHTE ¥ Makpodarure.

B uzcnenpanma in vivo HHO3HH npaHOGEKE NOANOMAra MOTEHUMPAHETO HA PSYLHPAHUsS CHHTES H
TPAHCNALMOHHE CIOCOGHOCT Ha HHpopMaLHonHaTa (matpuuna) PHK (mRNA) Ha numboumTHTe,
KaTo ChILEBPEMEHHO MHXMOMpa CHHTe3a Ha BupycHaTa PHK nocpeacTBoM Bce Olie HEH3ACHEHH
CTEMNEHH Ha:

1) BKIICYBAHE HA HHO3MH-ME/HKPAHaTA OPOTOBA KHCENHHA B IIOMTHPHOO30MHTE;

2) nuxubupaxe Ha 3aNIaBAHETO HA MOIMANCHMIOBATA KHcennHa KsM HPHK Ha BHpyca;

3) MOneKypHa PEOpraHH3aLMA Ha THM(OLMTHATE BETPEMEMOPAHHNA TIA3MEHH YaCTHLM
(intramembrane plasma particles, IMP), koeTo BOAHM O NIOYTH TPHKPATHO YBENHYEHHE Ha IUTFTHOCTTA
UM.

Huosun npanobexe nnxnbupa GocdonvecTepasara Ha NMKIHYHNMA TyaHO3uH MoHogocdar (cyclic
guanosine monophosphate, cGMP) camo nps BUCOKM KOHLIEHTPALHH i1 Vilro W IIPH HABA,
HEBKJIFOUCHH B MPOABHTE HA HMyHO(apMaKonorHuHuTe edekTH in vivo.

B mpoyusanmu4 in vitro HHO3HH NpaHoGeKc nokassa HHXHOHpaUIl eeKT BbpXY PEIUTHKALMATA HA
Xeprec CHMIVIEKS upycHre ot THIl I (HSV-1),

HayannuTe CHMITTOMH Ha Xepliec BKTIOYBAT GoNKa, U3TPBIBaHE, ChpOexk W HACTHIBAT NIPeIH NOABaTa
Ha KOXKHH JI€3HH.

ITepenynata HSV-1 undekima Bonn g0 npoaykuusta Ha avTuTena cpemy HSV-1. Cnen mppsHdHaTa
vHbeKIAs XepIec BAPYCHTE OCTABAT JIATEHTHH B FAHTJIHHTE H CE PEAKTHBMPAT B PE3yITAT Ha
PCIUTHKALMA, KOETO CE H3MBABA KATO MOBTApAILM ce Jie3uH noa dhopmara Ha 1abHaneH xepnec.
HecToTaTa Ha peLMIMBA BApUPA H 3aBHCH OT HHBOTO Ha AKTHBHOCT HA UMyHHaTa cucteMa (1 10 >12
IBTH B FOMHATA). BTopHyHHTe enH30aM ¢a MaHH(ECTHPaHH KATO IE31HH OKOJIO MECTATa Ha IThPBHYHA
HHGEKUMA H ca NPHIMHEHH OT OTC1abBaHETO HA HMYHHATA CHCTEMA, XOPMOHAIHY NIPOMEHH, CTPec,
TpaBMa WK ekcnosuuud Ha UV ¢penivHa.

5.2 <®DapmakoxkAHETHYHH cBolicTBa

Abcopbuug

prmomen NepopanHo MpH Xopa, HHO3KMH npaHobexc ce abcopbupa 66p30 H H

2
MalMyHH oT poaa Macacus rhesus 94-100% ot HﬂmaBeH03HHTe CTOHHOCTH Ha o‘m\ﬁenme Hra.i




DIP [N,N-aumernnamMuno-2-nponaton] 1 PAcBA [p-aueramuno0en30¢Ha KuCeIHHA] e OTKPHBAT B
YpHHATA.

Pasnpenenenue
Cnex npunaraHeTo Ha JICKAPCTBEHHS MPOXYKT H HETOBH KOMITOHEHTH IIPH MaiMYHH € YCTAHOBEHO

panHobens3aHo KOJHYECTRO B CIEHHTE THKAHH — N0 PeJA HA HU3XO/AMATA CIelM(pHUIHA AKTHBHOCT:
6n6perm, Genmn apobore, yepeH Apob, ChpuUE, AANAK, TECTHCH, TAHKPEAc, MO3bK M CKeJIETHA
MYCKynaTypa.

buotpanchopmanms

Cnea nepopajieH NPHEM Ha PajHOAKTHEHO MapKHpaHa 103a OT 1g HHO3HH npaHoGeKe npH Xopa
YCTAHOBEHHTE TUIa3MenH uuBa 3a DIP u PAcBA ca 6unu ceoteetHO: 3,7 pg/ml (cnex 2 yaca) n 9,4
pg/ml (cnen 1 wac). B npoyduBaHis BEpXy NOHOCHMOCTTA HA JOATA TIPH XOPa IHKOBOTO MOKA4YBaHE Ha
HHBOTO Ha NMKO4YHE KMCE/IHHA CJI€] NIPHEMa, KATO MAPKA 3a BHECCHHA ¢ JISKapPCTBCHMA NIPOaYKT
HHO3HH, HE € IMHEHHO W MOXKe a Bapupa ¢ +10% B pamxure Ha 1-3 uaca.

Ekckperns
Ipu AHeBHa 1033 OT 4 g B YCITORHATA HA PABHOBECHO CHCTOSHHE, 24-4acoBara ¢KCKPEeLHs B ypHHATA

Ha PACBA u HeiiHNA oCHOBeH MeTaloMT I0CTHra [0 0KOoNo 85% OT nmpuioxeHata 1o3a. 95% ot
YCTaHOBEHATA PAJIHOAKTMBHOCT B YPHHATA, Ab/iKalia ce Ha DIP, naea ot nemerabonuzupanus DIP
HeToBHA N-okcuz. BpeMerto 3a nonyenumunnpane € 3,5 yaca 3a DIP u 50 munyTu 3a PAcBA. Tlpu
Xopara OCHOBHHAT MeTaGomut Ha DIP ¢ N-okcun, a To3u Ha PAcBA — o-atmnrmoxkyponua. OITHTHTE
¢ PaJMOH3OTOIH Ca HEMIOAXOIAIUH IPH X0pa, Thil KATO HHO3WHOBATA CHCTaBKA ce KaTaboMu3npa no
ITBTA Ha IMYPHHOBOTO Pa3srpask/JIaHe A0 MHKOYHA Kucesdta. Clell epopanHo NpHIOKeHHe Ha TabneTKa
NPH XHBOTHH IO 0K0J10 70% OT MpHITOkKEeHHs HHO3HH MOKe 1a ObJie yeTaHoBeH noj (opmata Ha
MHKOYHA KHCENHHA, & OCTATBKBT — KATO HOPMAITHUTE META00IMTH KCAHTHH M XHIOKCAHTHH.

buonannunoct/l Inom mox kpupara {AUC)

B ycnosusTa Ha pABHOBECHO CBCTOSHHE CTOMHOCTHTE B YPHHATA 33 CheTaBkaTa PACBA u nelinus
meTabomuT ca > 90% ot ovyakBaHuTe 3a pastBopa. CToiHOCTHTE 3a cherapkata DIP u HeliHuA
meTabomuT ca > 76%. B nnasmara miowrra noa xpueata (AUC) e > 88% 3a DIP u> 77% 3a PAcBA.

5.3 IlpeakTHHHYHH JaHHH 32 Ge30nacHOCT

HMHo3MH npanobexc Nokasea HACHK MPOQHI Ha TOKCHYHOCT IPH NPOYUYBaHHA BHPXY OCTpa, NOA0CTpa
H XPOHHYHA TOKCHYHOCT ITPH MHIIKH, ILTEX0BE, KyYeTa, KOTKM H MalMyH# B 03K 10

1 500 mg/kg/nnerno u naBa Hali-HECKaTa cpeqHa eranda 103a (LDso) 3a ocTpa TOKCHYHOCT clte]]
MIepOpaHO NPHICKEHHS, Ha/IBHILIaBaa 5S0-KpaTHO MAKCHMAIHATA TepaneBTHYHA 7033 oT 100

mg/kg/aHeBHo.

HPOI[BH)KHTCHHH TOKCHKOJIOTHYHHM MPOYYBaHHA [IPH MHIIKH H [LTEX0OBE HC NMOKA3BAT KapIUHOTCHCH
NoTeHLHAM.

CraHnapTHH H3CIEABAHKS 33 MYTAr€HHOCT K in Vivo NpOY4YBaHKA IPH MMLUKH H IUTBXOBE, KAKTO H if
Vitro pOy4YBaHHS BEPXY AHMGOLIMTH OT YOBEIIKA epH(pepHa KPEB He NOKa3BaT abepaHTHH CBOHCTBA.

Hsma faHHH 33 EPHHATANHA TOKCHYHOCT, eMOPHOTOKCHYHOCT, TEPATOTEHHOCT HIIH HapylieHa
PernponyKTHBHA QYHKLMS (PH MHIIKHE, IUTBXOBE H 3aiLM IPH NPOYYBaHHA ¢ IPOABDKHTENHO

NapeHTEePalTHO MPHWIAraHe Ha 103K, HaJBHIIaBanu 20-kpaTHO MAKCHMAJTHATA NMPENopbYHTEIHA
TepaneBpTHYHA 1034 npH xopa (100 mg/ke/nHesno). (Bk. chmio Touka 4.6).

6. PAPMAINIEBTUYHHA JAHHHA
6.1 Chnachk Ha NOMOIIHHTE BENIECTBA

3axaposa




Harpuer unTpar

JlumMoHEHa KHCeIHHA MOHOXHAPAT

3axapuH Hatpuii (E954)

MeTmunnapaxuapokcnbensoar (E218)

[Mponunnapaxuapoxcudensoar (E216)

Apomar Ha aroza (cecrap: nponuieHrEkon (E1520), apoMaTH3HpaLiid ChCTaBKH)
IIpeuncrena Bopma

6.2 HechbsmecTaMOCTH

Henpunoxkumo

6.3 Cpox na rogaoct

22 Mecelia

CpoK na roqHoCT e/ MhPBOHEYATIHO OTRApAHE Ha 6yTHiKaTa: 4 Mecela.

6.4 Croenmannu ycJIOBHA HA CHXpAHEHHE

To3n NiekapcTBEH MPOAYKT HE H3IUCKBA CHEMHATHA TEMAESPATYPHH YCJIOBHA Ha ChXpaHeHHe,
Ha ce crxpanABa B OPHIHHAJIIHATA ONIAKOBKA, 3a /13 CE MPEANAasH OT CBETTHHA.

6.5 BuIH ChALPKARHE HA OUAKOBKATA

100 m! cupon ce cpabpxa B 6yTwika oT kexnubapeno croiio THN [T ¢ o6em 125 ml. Bytunkara e
3aTBOPEHA CBC 3alMTCHA OT JeNa NIOIHETAICHORA KaNnayka Ha BHHT ¢ YIUTETHEHHE OT [OJIHETHICH ¢
nucka nasTHOCT (LDPE) 1 3aneuarsaiy npecren, mo3eonssalll MpoeepKka Ha uenocTTa. OnakoBkaTa
ChABPKA H NONHIIPONIIIEHOBA MEPHTENHA Halka ¢ AeneHus ot 20 ml. ByTwikara € onakopaHa B
€IHHHYHA KapTOHEeHa KyTHS,

6.6 CoemmajanH DpeIna3HM MEPKH NPH H3XBLpPAMHE H paboTa

Hama cnenmaanm W3HCKBaHUs 32 H3XBHPIIAHE.

Hewn3no/n3egannaT NpoayKT WIH OTNAXBYHHTE MAaTEPHANM OT HEro TpAGRa 1a ce H3XBLPIIAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHWKA.

7. TIPUTEXATEJ HA PASPENIEHHMETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.

19 Pelplifiska Street, 83-200 Starogard Gdanski, [Toama

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

Per. Ne 20190286

9. JIATA HA TIbPRO PASPEIIABAHE/IO/IHOBSIBAHE HA PASPEIEHMEE) 34,
VIIOTPEBA &fmpd g
Iy - =¥

Jlara Ha mbpeo paspeinasane; 11.12.2019

10. JATA HA AKTYAJM3HPAHE HA TEKCTA







