KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. ' HME HA JEKAPCTBEHMS IPOAYKT

_ i VAN
BINOZYT 100 mg/5 ml powder for oral suspension b ””i A
BEHMHO3HUT 100 mg/5 ml npax 3a nepopanHa CYCIICHIHA (3 f_..i U E‘:‘. - O
AR HE (16 (0 -0f
2. KAYECTBEH A KONTHYECTBEH CLCTAB

Bceku 5 ml ot npuroreeHara cycneHsuA ceappKar 102,4 mg asuTpOMHUUMH MOHOXHApAT
¢eKBUBANCHTEH Ha 100 mg a3uTpOMMIIHUH. |

Bceku 1 ml ot npuroreenara cycnessus ¢pabpaxka 20,48 mg asUTPOMHULIMH MOHOXHIPAT
eKBHBaJIEHTEH Ha 20 mg a3HTPOMHIIHH.

IToMo1I1HU BellleCcTRA:

3axaposa 3,80723 g/ 5 ml
Acnapram (E951) 0,030 g/ 5 ml

3a ITBJIHUA CIIHCHK HA IIOMOIITHMTE BEIIECTBA BHIKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

IIpax 3a mepopasiiHa CyCHeH3HS.
bsn1 unu cuBo-Oe1e3HUKAB KPHCTAIEH Mpax.

4, KJIHHHYHA TAHHH
4.1 TepaneBTHYHH NOKA3AHHA

A3HTPOMHIIMH € MMOKa3aH 32 fieueHHe Ha CJICAHUTE HH(PEKLHH, KOraTo €A NMPUHUHEHH OT
MHKPOOPIraHM3MH MYBCTBHTEIHH CIIPAMO a3UTPOMHLMH (B Touka 4.4 1 5.1):

-  HH(pEKUHH Ha TOPHHATE AUXATENHM IIBTHIIA. CHHY3UTH, PapUHTUTH, TOH3HWIHTU

- OCTBp CPEJEH OTHT

- HH(pEeKIMH Ha JOJTHUTE ANXATE/HH IBTHLIA: OCTHP OPOHXUT H JIEKa JO YMEPEHO TEXKKA
npuaoOHTa B OOIECTBOTO ITHEBMOHHA

-  HH(}pEeKIHNH Ha KOXKaTa U MEKUTE TEKaHH

- HEYCJIOXHEHH YpeTPHT H LIEpBHUUT, npuunHeny ot Chlamydia trachomatis

Tpabna na ce B3eme npensua OPHLIMATIHOTO PEKOBOACTBO 34 MPABHIIHO NPHIKEHHE Ha
aHTHOaKTEpHaTHM CPEACTRA.

A3UTPOMHLMH HE € CPEACTBO Ha MILPBH H300P NMPH €MIMUPHYHO JieueHHe Ha HHQEKLMH B palioHH,
KBIETO Y€CTOTATA Ha pe3ucTeHTHHUTE M3oiath € 10% wmu noseue (Bik Touka 5.1).

4.2 J103HpOBKA H HAYHH HA OPHJIOKEHHE

Bo3pacTHn
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L1pH HEYCITOKHEHH YPETPHT H UePBUUMT, IpuauHeHH ot Chlamydia trachomatis, nozata e 1000 mg B
€JHOKPATEH IEPOPATICH MPHEM.

3a BCHUKM APYTH NI0Ka3aHuA 103aTa ¢ 1500 mg nprioskera nox dopmara Ha 500 mg JHEBHO B TPH
TOC/IE0BATE/IHY JHH. AJITEPHATHBHO Chinata o6ma no3a (1500 mg) Moxke 1a ce mpIOKH 3a IIepHO.
OT 5 IHHU KaTo ce npueMar 500 mg mpe3 mbpBHA eH U el TORa [o 250 mg B aumre ot 2™ no 5™.

ITanAenTH B HanpeaHAIA BB3PACT
IIpHu nTalMeHTHTE B HANIPEHANIA BH3PACT MOKE /1A CE TIPIIara ChIIATa 1034 KAKTO [IPH BB3PACTHH.

Jema u noapacrBamn (< 18 roqunn)

Obmara 103a npu feua Ha BE3pacT 1 roauna U noseue € 30 mg/kg, pasneneHa Ha €IHOKPATHU
AHEBHH 103H 0T 10 mg/kg 3a TpH AHM, MITH 3a IEPHOJ OT MET JHU, KATO CE 3aIl0uBa ¢ €THOKPATHA 1034
oT 10 mg/kg Ha TBpBHA ACH, NOCIEABAHO OT AO3M OT 5 mg/kg AHEBHO 3a ClIeABALIHTE 4 THU B
CHOTBETCTBHE C NIPEACTABEHUTE NO-A0ITY Tabnmiy. JlaHHWTE 10 OTHOWEHUE NMPUIIOKEHHETO NIPH Aera
moz 1 roguHa ca orpaHHYeHH. | | |

TenecHo Terno 3-nHeBHO 5-THEBHO JIEUCHHE O6eM Ha
(kg) | JIeYEeHHE OyTHJIKaTa
Hen 1-3 Hen 1 Heu 2-5
10 mg/kg/nen 10 mg/kg/nen 5 mg/kg/neH
10 kg 5 ml 5 ml 25ml - 20 ml
12 kg 6 ml 6 ml 3 ml 20 ml

JlozaTa npu JieueHHe Ha papHHIHT, IPUYHHEH OT Streptococcus pyogenes NpeCTaBIABA
M3KTIOYCHHE: MPH JIEYSHHE Ha QapMHIUT, PUYHHEH OT Streptococcus pyogenes a3UTPOMHLVIH €
JoKa3all, 4e € €PEeKTHBEH, KOraTo IpH Jiena ce Npuwilara Karo eJHOKpaTHa Ao3a ot 10 meg/kg mmu 20
mg/kg 3a 3 IHH ¢ MAKCHMaJTHa THEBHA A03a ot 500 mg. [Ipy Te3u ABe HOUPOBKHU ce HAGMIONaBA
CpaBHHMM KJIMHIUYEH e(eKT, JOPH KOraTo epaavKalMaTa Ha GaKkTepus € Mo-3Ha4MMa IpH JTHeBHA 1033
ot 20 mg/kg.

[leaMMUHBT, 00ade, € npenapaT Ha TbPBH H300pP NpH JieyeHue Ha (GaPHHTUT, MPUHUHEH OT
Streptococcus pyogenes U 3a IPOQIIAKTHKA Ha TIOCNEIBAIN PEBMATHUEH IIPHCTBHIL.

Ilanuentn ¢ 6LOpeuHo yBpexnaHe
[Ipu nanuenTHTe ¢ NIEKO A0 ymepeHo 6b6peuno yBpexkaane (CI'® 10-80 ml/min) ve e Heo6XoaMMO
KOpHUTHpaHe Ha Jo3uTe (BxK. Touka 4.4).

IlaguenTn c yepHOApPOOGHO YEpEXKIAHE
He e HeoOx0oauMO KOpPMIHpaHe Ha 103aTa NPH MalHEHTH C JIEKO 10 YMEPEHO YBpeAeHa YepHOAPOGHa
¢yHkLMa (BK. ToUKa 4.4).

Memoo na npunooicenue
IIpequ ynotpeba mpaxsT Tpa6Ba Aa 6bae pa3TBOPEH C BOAA A0 MOTy4YaBaHe Ha Osna 1o Oene3HrkaBa
XOMOrCHHA CyCIIeH3HA — BIK TO4YKa 6.6. Crnel pa3TBapsHe JEKAPCTBOTO MOXKE J1a C€ TIPIIOKH
nocpenctsoM PE/PP cripvHIIOBKa 32 NIEpOpATHO MPUIIOKEHHE.

Cnen npueMa Ha CyCIICH3MATa TOPYHBMAT BKYC MOXE [a Ce KOPMIHpa Ype3 U3NMBAHE HA IUIOIOB COK
BECJHAra Cl¢/| NperTbIlaHeTo. ASUTPOMHLIMH Npax 3a NepopaliHa CyclieH3Hs TpAOBa Ja ¢¢ npuiara
KaTo eJHOKpaTHa JHEBHA f03a. CycneH3UATa MOXE Aa ce NpUeMa €JHOBPEMEHHO

4.3 IlpornBonokazamus




CBp'LX'-l}’BCTBHTeIIHOCT KbM a3HTPOMHIIMH, KbM APYTI'H MAKPOJINAHHA aHTH6HOTHI.IH WIH KBM HAKOE OT
IMTIOMOIIIHHATE BCLLICCTBA.

4.4 Croenqajanu npeaynpexicHHs R NpeANa3sHHa MepKH nNpH ynorpeba

Kakro npH epuTpoOMHIIMH U JPYTUTE MAKPOJIUAHH aHTHOHOTHLIM, PAAKO c€ ChOOINABAT CEPHO3HH
aepru4yHy peakliM, BKIIOYHTEIHO aHTHOEREM H aHauiakcHs (paako daranuu). Hakon ot Te3u
peakLuM BOAAT 10 PeHAUB HA CUMITTOMHMTE, NOPaIH KOETO € HeOOXOAUM MO-ABIIEI IEPHO Ha
HabMoNeHHEe H JICYSHHE.

KakTo npu octaHanuTe aHTHOHOTHIIH, NPETIOPBUMTENHO € [a Ce ClIeAH 3a Oelle3H HA CyNepHHOEKIHA
¢ HeYYBCTBUTEIIHH MUKPOOPTraHH3MH, BKAIOMUTETHO IMbOUIKH.

[Ipn npuiokeHHe Ha MaKPOJIUIHHA AaHTUOHOTHIM ca ChOOIABAHM CITy4aH Ha MCeBAOMEMOpaHO3eH
KOJIUT. Ta3u quarHosa TpAOBa ga ce MMa NpeaBH IIPU MALMEHTH, IIPH KOUTO ClIe 3ao4YBaHe HA
NEUYSHUETO ¢ a3UTPOMHULIMH C€ € MOABIIA THapHA. |

Hsama onmut no oTHOINEeHRE O€30MacHOCTTa ¥ e(PUKACHOCTTA HA ABJrOCPOYHOTO NPUIIOKEHHE Ha
A3UTPOMHIMH NPH [IOCOYEHUTE MO-TOpe HHAMKAIMK. B ¢ciyuait Ha 61p3 peruaus Ha HHPEKUHUATA,
KaKTO ¥ IIPH APYTHTE aHTHOMOTHIM, TpAOBa 1a ce€ OOMMCIIM JIeYeHHEe C APYT AHTHMHKPOOEH Mpenapar.

[Topanu TeopeTHUHATa BB3MOKHOCT 33 €ProTU3BM a3UTPOMULIMH ¥ €prOTAMUHOBU IEPUBATH HE
TpaOBa ga ObaaT nNpuiaraHy €JHOBPEeMEHHO (BIK TOUKa 4.5).

[Ipn neveHue ¢ APYrd MaKpOITHOU Ce€ HAOMOAABAT YAB/DKEHA PENOAPH3ALMA HA CEPASYHUA MYCKYJI

u QT-uHTepBa, BOACIIM A0 PUCK OT HACTHIIBAHE HA CHPACYHA apuTMHs ¥ torsades de pointes.

CxofeH edeKT M IPH a3UTPOMHULIMH HE MOXKe Aa Obae HAMBIHO W3KIIOYEH 32 NALMEHTH ¢ TOBUIIEH

PHCK OT YAB/DKABAaHE HA PENONAPU3AMMATA HA ChbpAeYHHI MYCKyJI. Ilopaau ToRa asUTPOMMIMH HE

TpsaOBa aa ce Npuara: |

- TIPH MAIHEHTH ¢ BPOASHO WIH JOKYMEHTHPAHO nmpuaoduTo yas/pkapane Ha QT-unreppana.

- € JHOBPEMEHHO ¢ APYTH AKTHBHH CYOCTaHLMU, KOUTO yab/pKaBaT QT — uHTepBasia, Karo
aHTHApHUTMHLHK OT KitacoBe 1A u III, uuzanpun mn TepdeHanus.

- TIPH MALMEHTH C €JIEKTPOIMTHH HAPYIIEHUS, 0OCODEHO B CIy4anTe HA XUNOKATHEMHS H
XHITOMArHe3ueMud

- NpH MALUEHTH ¢ KIMHHUYHO 3HaYMMa OpaJuKapAaud, apuTMUS WIH TEXKKA ChpASYHA
HENOCTATEYMHOCT.

Caeapamara nadopmanasa Tpabea xa ce B3eMe B npeABH] MPEIN A ce NpeANHAIIe
A3HTPOMBIHH

A3HTPOMHLMH He € TIOAXOAII 32 JICUEHHE Ha TEKKU UH(PEKIUH, PU KOKUTO € HeoOXoauMo OBp30
MOCTUraHE Ha BUCOKA KORLICHTPALUA HA aHTHOHOTHKA B KPBBTa.

B paitoHHMTe ¢ BUCOKA YECTOTA Ha PE3UCTEHTHOCT CHPAMO €PUTPOMHLIMH A € 0cOOEHO BaXKHO Ja ce
MMa MPEABH/] €BOTIOLMATA B MOAE/IA HA YyBCTBHTENHOCT CIIPAMO a3UTPOMHULIMH H APYTHTE
AHTUOHOTHILH.

KaxTo u npu Apyrure MakpoOIUAHU B HAKOH €BPONICHCKH AbPKABH Ce ChOOIaBa 3a BUCOKA 4ECTOTa Ha
PE3UCTEHTHOCT Ha Streptococcus pneumoniae (> 30 %) cnpamo asUTpoMH
TpaOBa N1a ce ¥Ma MpeaBHI, KOraTo ¢ MPOBEXKAA JICUCHHE Ha MHPEKILIN
Streptococcus pneumoniae.




DapUHTHT/TOH3WIHT
A3UTPOMHLIUH HE € CPEACTBO Ha ITbPBH H300p 1IpH JiedeHHe Ha (PapUHTHUT K TOH3WIHT, IPHYHHEHH OT

Streptococcus pyogenes. ITpu Te3n HHAMKAIMH, KAKTO H 33 NIPOQHIAKTHKA HAa OCTHP peBMaTHICH
NPUCTDI, JICUEHHETO Ha MbPBH H300p € NEHMIIMIIKH.

CUHY3HT
YecTo a3UTPOMHIIMH HE € CPEICTBO Ha ITbPBH U300 IIPH JICUCHHE Ha CHHYSUT.

OcTbp CpedcH OTHT
YecTo a3HTPOMHIIMH HE € CPEICTRO HA ITHPBH M300p IpH JIEYCHHE HA OCTHP CPEICH OTHT.

HNudexTHpaHyu paHd OT U3rapsgHe

A3MTPOMMLIMH HE € MMOKa3aH 3a JeYeHHe Ha UHGEKTHPAHU PaHU OT U3rapsHe.

3abogBaHus, IPEIABAHH [0 TIOJIOB BT
B ciyuaii Ha MEGEKLIHH, NpeJaBaHH M0 0J0B OBT, TPA6BA Aa ce M3KIIOYH CHIIBTCTBAIIA HHPEKIHA ¢

T. pallidum.

A3UTpOMHLIMH TPAOBa Ja ce MpHiara ¢ IOBHIICHO BHUMAHHWE MPU MALWEHTH ¢ HEBPOJIOrHYHM HITH
NCHXHYHU HAPYLICHUS.

Ipunooicernue npu 6v6peuno ygpescoane. He € HeoOXOIUMO KOpPHIMpaHe Ha [103aTa MNpH MTAUMCHTH ¢
nexo 10 ymepeHo 66peuHo yBpexaane (CI'@ 10-80 ml/min). IIpenopbuba ce NOBAIIEHO BHUMaHHE
rpu Texko 666peuno yspexxaane (CI'® < 10 ml/min), T kaTO MOXE /1a C€ MOBHIIM CHCTEMHATA
eKCITO3MIMA (BIDK TOUKA 5.2). -

Ipunooicernue npu wepnoopobno yepexcoare. Toil KaTO a3SUTPOMHIIMH CE mMeTadoIH3Mpa B YEPHUSA

npo6 U ce eKCKpeTHpa npe3 JKIIbUKATa, JICKAPCTBEHHUAT NPOAyKT He TPAOBa [a ce rpuiara npH
MALMEHTH, CTPAJAINH OT TEKKO depHOAPoOHO 3abomisane. He ca mpoBexaanu MpoyvBaHus OTHOCHO
JIedeHHETO HA Te3H MAIMEHTH ¢ a3HTpOoMHUIMH. [IpH HaCTHIIBAHE HAa TEXKKO YEPHOAPOOHO yBpekKaaHe
JIEYEHHUETO ¢ A3UTPOMHLIMH Tpa0OBa Ja ce NPEYCTaHORBH.

TTaumeHTH ¢ peAKH HACAEACTBEHH NPOoGIeMH, KaTO HEMOHOCHMOCT KbM (PpPYKTO34, TIIFOK030-
rajjaxTO3Ha Manabcopbums WIH 3aXapo30-H30MaTa3Ha HeJOCTATEYHOCT He TpAOBa A2 pHeEMaT TOBa
JIEKAPCTBO, THhH KaTo TO CHABPIKA 3axapo3a.

4.5 BiaxMoxelicTBHE ¢ APYTH JIEKAPCTBEHH NPOIYKTH H APYIrH JopMH HA B3aHMO/eHCTBHE

Teogpuaun

apMaKOKMHETHYHHTE NIPOYYBAHMA HE TIOKAa3BaT B3aUMOJACHCTBHE MEXK/TY a3HTPOMHUHNH H TeoHIUH
IpH eHOBPEMEHHO NPHIOKEHHE IPH 3ApaBH KoOpoBoiuy. Berpexu ToBa Hopaay choOMaBaHH
B3aHMOAEHCTBHA Ha APYTH MaKpOJHAH ¢ TEOQWIHH, C€ NPEnophyYBa NOBUIIIEHO BHUMAHHE 33
CUMITTOMH, HACOYBALIM KbM MOBHLICHKA TEOQHWIHHOBH HHBA. |

Ilepopannu KyMapunosu anmuxoazyaanmu
BbB GapMakOKHHETHYHH [IPOYYBAHUA IpH 3ApaBH A0OPOBOJILH a3SUTPOMHLIMH HE IIOBIHABA
AHTHKOATyIAHTHHA eekT Ha 15 mg eqHoKkpaTHa 103a BapdapuH. Mma cho0IIeHns 3a yCHICHa
AHTHKOArYJ1alus [IPH €AHOBPEMEHHOTO NPHIIOKEHHE HA a3UTPOMULIMH C NIEPOPATHH KYMapHHOBH
AHTMKOAry/aHTH. BrIpexu e He e yCTaHOBEHA NIPHUMHHA BPB3Ka, TpsOBa fa ce 00bpHe BHUMAHUE Ha
YecTOTaTa Ha H3MEPBAHETO HA MPOTPOMOHHOBOTO BpEME.

— e B e T .....-......_-.-...--__q......_..__.T---. - e s I e e s e -—--i-—--—-T - p P mimmmas mel = e e

. mm — Ty = IR W = ——



Kapbamazenun

B1B dpapMaKOKHHETHYHO [Ipoy4BaHe Ha B3aUMO/IeHCTBHE NPH 30paBH JoOpOBOJILH He ¢e Ha0monasa
3Ha4YUM €(EKT BEpXY papMaKOKHHETHKATa Ha KapOaMa3eliH HIIH HETOBHA aKTHBEH METabOIHT.

Epzomamunoeu npouzeoonu

[Tpn naupeHTH, KOUTO MPOBEKAAT JIECYCHHE C EPrOTAMHHOBH IIPOU3BOIHH MOXKE [a C€ HHIYUHpa
€ProTH3BM MPH €THOBPEMEHHO MPWICKEHUE HA HAKOH MaKpOJIMAHH aHTHOHOTHIIM. HaMa HamuuHu
JAHHU OTHOCHO BB3MOKHUTE B3AUMOACHCTBISA MEXAY €ProTaMHHOBH ITPOH3BOAHU M a3UTPOMHMIIHH.
Toi1 KaT0 € HAIMIIE TEOPETHYHA BE3MOKHOCT 3a €pProTH3bM, a3UTPOMMIINH He TpAOBa aa ce
KOMOHHHpA ¢ eproTaMHHOBH IIPOH3BOAHH.

Luxnocnopun

[Topanu orpaHuveHHTe (PapMaKOKHHETHYHH JaHHM 32 B3aHMOJCHCTBHE MEXKIY a3UTPOMHIIHH H
LIMKJIOCIIOPHH MPH 34paBy J00poBoILH, TPAOBa na c¢ 00BpHE CieHaTHO BHUMaHHE MIPH

e JHOBPEMEHHO NPHJIOKEHHE Ha TE3H JICKapCTBEHH NPOAYKTH. B cimydaii ue e HeoOXoauMo Takoea,

HHBAaTa Ha LUKJIOCIOpUH TpsaOBa Ja ce NpoBepABAT U MPH HEOOXOAUMOCT 103aTa Ha LIMKIOCTIOPHH
TpAOBa /1a ce KOPUTHpa.

Juzoxcun

H3BecTHO €, Y€ HAKOH MaKpPOJIMIHN AaHTHOMOTHIIM OrpaHH4aBaT MeTabOoIH3Ma Ha JUTOKCHH B
yepeata. [Ipy4 naupeHTyH, KOUTO NOITyYaRaT €AHOBPEMEHHO JICYCHUE C A3UTPOMULIMH U JUTOKCHH
TpaOBa Aa c€ 00bpHE BHUMAHHE HA BBE3MOXKHO MOBUIICHHE HA AUMOKCHHOBUTE HUBA U TE3W HHUBA
TpAOBa Aa C€ MOHUTOPHUPAT.

Anmuayuou |
BB papMakOKMHETUYHO HNpOyYBaHe Ha e(pEKTa OT €OHOBPEMEHHOTO MPWIOKEHHE HA aHTHALIMOH U
a3UTPOMHUIIMH He ce Habmozapa MoRIMABaHE HA 001AaTa OHOHATTUYHOCT, BBIPEKH Y& MAKCHMATHATA

cepyMHa KoHLEeHTpaLma HaManiaea ¢ 30%. AzurpoMHLIMH TpAOBa a ce npueMa [oHe 1 Jac mpeau Wwin
2 4yaca cjied MpUueMa Ha aHTHALIUIM.

Humemuoun

EnHokpaTHa 40332 UUMETHAMH NPUIIOKEHA 2 Yaca Ipely a3UTPOMHIMH HIMa €QEKT BBPXY
(hapMaKOKMHETHKATA Ha a3UTPOMMUMH.

Memunnpeonuzonon
BB (papMaKOKHHETHYHO NMPOYUBAHE HA B3AHMOJAECHCTBUETO NPH 31paBH T0OPOBOJILM HE CE
HaGMroaBa 3Ha4MM €(eKT BePXY PpapMAKOKMHETHKATA HA METUIIIPEAHU30IOH.

Juoosyoun

Ennokpathu A03u ot 1000 mg asurpoMuie 1 MHOrokpaTHH 1034 oT 600 mg uiu 1200 mg
A3UTPOMHULIMH HAMAT €(DEKT BbpPXY IUIa3MeHaTa (PapMaKkOKMHETHKA UMM ObOpeyYHaTa ekCKpeLus Ha
3UAOBYAHH WIH HETOBUTE INTIOKYPOHHPaHU MeTabonuTtu. IIpy mpunoxxeHneTo Ha a3UTPOMULIMH,
o0aue, KOHIICHTPAUHATA HAa POoCPHOpPHUIMpPaHH 3UAOBYIUH, KOUTO € KIMHUYHO aKTHBHUA MeTabOIHT,
ce MOBHINIaBa B NMepHPEPHUTE KPBBHM MOHOHYKIICAPHH KIIETKH. KNIMHUYHATa 3HAYHMOCT Ha Ta3H
HAXOJKa BCE OlIe € HEACHA, HO BEPOATHO MOxkKe J1a Ob1¢ NPEUMYIIECTBO 33 IAlIMCHTHTE.

Tepghenadun
A3BUTPOMHLIMH HAMa €(QeKT BbPXY (PapMaKOKWHETHKATA HA TepdeHanvH, MpuioKeH Ha Bceku 12 yaca
B IpenopbuBaHara Ao3upoeka ot 60 mg. [IpubasaneTo Ha A3UTPOMHULIMH HE BOAM IO 3HAYUMA
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NpoMAHa Ha CepAeuHaTa penongpusauud (QT-uaTepBan), H3MepeHa npu paBHOBECHA 11034
TepdeHaaHH.

Luzanpuo
[uzanpun ce MeTabonmu3upa B yepHHA Apob ot eH3uma CYP 3A4. Trit kaTo MakpoauguTe HHXHOHpAT

TO3H €H3UM, CBITBTCTBALLOTO IPHIIOKEHHE HA IIM3AMPHI MOXE Aa JOBed€E N0 yabnkasane Ha QT -
HHTEpBaJla, KAMEPHH apuTMHH U torsades de pointes. |

Juoanozun

[Ipu cpaBHABaHe ¢ rutanedo npu 6 TECTOBH JIHITA, AHEBHH A03H OT 1200 mg asuTpoMuIUH ¢
AWAAHO3HMH HE Ca NOKa3aIH e(eKT BhpXY (hapMaKOKHHETHKATA Ha JHAAHO3HH.

Pucpabymur

EnHoBpeMEHHOTO NPUIOXKEHHUE HA a3HTPOMULIMH M pudadyTuH HIMA eEKT BEPXY CEPYMHHTE
KOHLICHTDALIMH HA ABaTa JIEKApCTBEHHU Npoaykra. HeyrponeHnws ce HaGmoaaBa Nnpy MalyUeHTH, Ha
KOHTO C€ Npiara eJHOBPEMEHHA Tepalus ¢ a3UTPOMULIMH U pudabyTuH. Benpeku ¢akra, ue

HEYTPONICHUATA CE€ CBBP3Ba C MPHIIOKEHHETO HA pu(PaOyTHH, HE € YCTAHOBEHA IPHYMHHA BPB3Ka C
KOMOHMHALIMATA C a3UTPOMHIIMH.

Acmemuzon, mpuazonam, Muoazonam, aigenmanun

HsMa H3BECTHHM AaHHH 110 OTHOLIIEHME HA B3aNMOAEHCTBHA C aCTEMH30JI, TPHA30/1aM, MHAA30JIaM HIH
anpentanu. [IpenopryBa ce MOBHIHIEHO BHUMaHHE MPH €THOBPEMEHHOTO NMPWIOMKEHHE HA TE3H
JICKAPCTRA ¢ a3UTPOMMIIMH, MIOpady 3acCHIBaHE Ha e(DEKTUTE HM.

Hrounasup

CBIBTCTBAIIOTO NPWIOKEHHE HA €IHOKpaTHA 033 oT 1200 mg a3suTpOMMUMH HAMA CTAaTUCTHYECKH
3HA4YHUM €EKT BbpXY apMaKOKMHETUKATA HA HHAXHABHP, MpIIarad B 1o3a 800 mg TpH ITbTH JTHEBHO
3a S AHH.

Hengunasup

[Ipunoxenrero Ha 1200 mg asMTPOMHIIMH KbM NOAABpAKAIIA A03a HenpuHaBHp (750 mg 3 neTH
AHEBHO) BOIU A0 cpeaHo 16% nonmxkasane Ha AUC Ha HenduHaBup, noBuimaBane Ha AUC Ha
a3UTPOMHIMH M C,;x CBC CBOTBETHO 113% u 136%. He € HeobxonuMo kopurupate Ha no3ara, HO
NMaLUeHTUTE TPAOBa Ja ¢e HAOMIOAABAT 32 H3BSCTHUTE HEXETaHM €(DEKTH Ha a3HTPOMHULIMH.

4.6 Bpemenﬁoau KbpMeHe

bpemennocm |

Hsama noctaTsvyHO M 1oOpe KOHTPOJIMPAHH NPOYYBaHKA NIpH OpeMEeHHH XeHH, ExcnepHMeHTaTHH
MpOoy4YBaHUA NMPU XKHUBOTHH MOKA3BAT IPEMHUHABAHE Npe3 mianeHTata. He ce HabmonaBar
TEPATOTCHHK €(PEKTU NPH PENPOAYKTUBHH ITPOYYBAHHA MPH IUTEXOBE (BHXK TOUKa 5.3).
bezonacHOCTTa HA IPUNOKEHHETO HA AKTHBHOTO BEILECTBO a3UTPOMHUUMH I10 BpeMe Ha OpeMeHHOCT
HE € MoTREpAcHA. [Topagu ToBa asuTpoMHULIMH He TpAOBa Aa CE€ MpHIIara Io BpeMe Ha OpeMeHHOCT,
OCBEH B CJTy4ad Ha KpaHHa HEOOXOAMMOCT, KOraTo HAMa JPYTU aAc¢KBaTHH aITepPHATHBU.

Kvpmene
A3ZUTPOMUIIMH NMpEMUHABA B KbpMaTa. [1o BpeMe Ha npHeMa Ha a3UTPOMHULIMH KLEPMEHETO TPAOBa Ja
ce MpeKkpaTH, ThH KaTo He € H3BECTHO JaJiH a3UTPOMULIMHE HMa HeXXeJIaHH ePEeKTH BhPXY KbPMadeTo.
BB3MOXKHO € Ba HaCTBIAT AHapHA, M’FOHYHA HHPEKIHA Ha THTABHIIHTE H CEHCHOMIH3UPAHE.

[Tpenoprupa ce 10 BpeMe Ha JICUCHHETO U OILIE IBA IHH CHE MPeyCTaHOBA KbpMara 71a ¢
H3XBHpA. Clieq ToBa KbpMEHETO MOXKe J1a ObJie IOIHOBEHO.




4.7 EdexTn BLPXy cnocobHoCTTA 32 modupaHe K paora ¢ MaAIIHHEM

HsaMa HaTM4YHH JaHHH OTHOCHO e(peKTa Ha A3UTPOMHIIMH BBEPXY CHOCOGHOCTTA 3a mogHpaHe U
paboTta ¢ MamuHH. HeobxoauMo € NoBHILIEHO BHUMaHUE NPH [TOSBA Ha HEKENaHH eeKTH KaTo
3aMagHOCT H KOHBYJICHMN. -

4.8 Hexenann JekapcTBeHH peaklHd

HexenanuTe JieKapcTBEHH peakumH ¢e AeGUHUpPAT KAKTO CleqBa; | |
Mmnoro gectn ( 21/10); vectu (=1/100 gao < 1/10); HewecTn (= 1/1 000 no < 1/100); penxu (> 1/10
000 go < 1/1 000); muoro peaxu (< 1/10 000); c HeuzBecTHa YecTOTa (HE MOXKE 1A CE ONPEIETH OT
HaJIMYHUTE JaHHH).

HPH BCAKOQ I'DYTIHPAHE 110 YCCTOTA, HEXXKC/IAHUTE JICKAPCTBCHH pCaKIUH Ce PI36POHB&T B HA3XO41 pEa
II0 OTHOIICHHC Hd TAXHATA TCKCECT.

CbpAeYHH HapYILIEHUS |
Penxu: ITannurarmu, apuTMud (BKJIIIOYUTEIHO KAMepHA TaXHAKaApPIH).

Hanuie € moTeHUmManeH pyuck oT yab/pKaBaHe Ha QT-uHTepBana v rnossa Ha torsades npu
Npeapa3noNOKEHU MALMEHTH (BIDK TO4Ka 4.4).

HapyineHus Ha KpPLBOHOCHATA M TMM(bHA CHCTEMH
Peaku: TpoMOoLMTONEHMS, XEMOIUTUYHA aHEMHA U IIPEXOIHY SMHU30IH HA JIEKA HEYTPOIICHHA Ce
HalroaBaT B KIIMHUYHY NMpoyusanus. He moxe Aa ce ycTaHOBH NPUHMHHA BPB3Ka ¢ yIoTpedaTa Ha

AIUTPOMULIUH.

HapyiieHysa Ha HEPBHATA CHCTEMA

HedecTn: 3aMasaHOCT, KOHBYJICHH, IJIaBo0OIHEe, COMHOAEHTHOCT, IIPOMSAHA B OOOHSAHHUETO W/ HIX

BKYyCa.
Penxu: Ilapectesnu, cuHkon, 6€3CHHIE, XUIMEPaKTHBHOCT.

HapviiteHus Ha yXOTO U TaOUpHHTa
Penxu: 3aryba Ha cityxa, BIJIIOUHTENHO [NyX0Ta W/HIH THHUTYC ca ChOoOIIaBaHH MPU JABATOCPOUHO

NPHIIOKEHHUE HA BUCOKH J03HM a3UTPOMHLIMH M0 BpeMe Ha KIMHUYHM MpoyuBanua. ClTydanTe, B KOUTO
€ UMAJIO AAHHH OT MOCICABAIIM CROOIICHHA Ca MMOKa3alH, Ye MO-TONAMATA YaCT OT TE€3H HEXKeJIaHH
JIEKAPCTBCHH PeaKLuH ¢a 00paTHMHU.

CTOMALIHO-YPEBHHA HAPYIIEHUA

Yectu: I'anexe, nospuiyane, AMapus, CTOMAIIHO-YPEBHHA CUMITTOMHU (O0JIKa/KpaMiu).

Heuectu: MHOro BOTHUCTH M3npakHEHUA (BCJICACTBHE HA HEYECTO AeXHAPaTHPaHe HA CHCTEMATa),
paaTyneHIus, XPAHOCMIIIATEHM HapyLICHHA. |

Penxu: 3arnek, npoMsiHa B [IBETAa HA €3UKa, MaHKpeaTUT. ChOOIIEHN ca ¢liyyan Ha MPOMAHA B IBE€TA Ha
3BOUTE ¥ CTyYan Ha NICEBAOMEMOPaHO3€H KOJIHT. |

Hapviuexnusa Ha Obp0peliNTe H MUKOYHUTE IHTHINA
Penxu: UHTepcTHIIMANEH HEQPUT, ocTpa OBOpeuHa HEAOCTATHUHOCT.

HapyiueHnus Ha KOKATa H IMIONKOMKHATA ThKAH
HeuecTu: Anepruday peakiuy, BKIIOYHTEIHO KOXKEH OOPHB H CHpOSK.



Penkn: Aneprudny peakiy, BKJIFOUHTEIHO aHTHOEEM, YPTHKApPHS, GOTOYYBCTBHTENHOCT. CepHO3HM
KOXKHHM PEaKLIMH KaTo €puTeMa MyaTu(opMe, CHHAPOM Ha Stevens-Johnson M TOKCHYHA eNMUAepMaiHa
HEKpOJIM3a.

HapyiieHud Ha MYCKYJTHO-CKENETHATA CHCTEMA M CHEAUHHMTEIHATA ThKAH
Heuectu: Aptpanrum.

Hapyirenus Ha MetabonuzMa M XpaHEHETO
HeuecTu: AHOpekcus.

HWudekuyn ¥ nmapa3zuToiu
HeuyecTn: BaruHur.

Peaxu; KaHgunuasa.

Cba0BH HapyLIeHHS
Penxu; XHUnoToHUs.

O611H HapymeHus ¥ eexTH Ha MACTOTO Ha IIPHIIOKEHUE
Penku: ActeHus, yMOpa, HEpa3noaoKeHHE.

HapvineHns Ha MIMyHHAaTa CHCTEMA
Penxu: Anadgmnakcus, BTIOUMTENHO e€aeM (paako daranen) (Bik Touka 4.4).

XenaTtoOUAHapHHA HADYIIECHU
Peaku: [IpoMeHeHa yepHOApPOOHA (PYHKIIHS, BKIIFOUHMTEIHO XENATHUT U XOMECTaTHIHA X hITEHHIA €A

¢BOOUIABaHH, CHIIO TaKa PEAKH CTyyaH Ha YepHOAPOoOHA HEKPO3a H HEAOCTATBEYHOCT, KOMTO B PEIKH
CIy4aH BOIAT 10 daTalleH H3XO.,.

[IcMXHWYHK HApVILCHUA
Penxu: ArpecHBHH peaknuH, 6€3MOKOHCTBO, TPEBOXKHOCT, HEPBHOCT, AENEPCOHATH3ALINS, MTPH HO-

Bb3PACTHH [NIALUCHTH MOXKC Id HACTBITH XCITHP.

4.9 IIpeno3npane
CUMIITOMHTE, KOUTO HACTBIBAT NPHA HO-BACOKHU OT MPENOPHYBAHUTE J03H Ca €JHAKBU C W3BECTHHUTE
HEKEJIaHH JICKAPCTBEHH peaKLHH Ha HOpMAalHaTa J03a. XapakTePHUTE CUMITTOMH Ha NpeAo3HpaHe ¢

MAaKpOJIMIHH aHTUOHOTHLM ca: oOpaTtuMa 3aryba Ha clTyXxa, H3pa3eHo raaeHe, oBpBINaHe H HAPHAL.
B ciy4auTe Ha npefo3UpaHe ca IOKa3aHu CTOMAIIHA MPOMUBKA M OO MOAABPKAIIH MEPKH.

5. ®APMAKOJIOTUMHH CBOHCTBA
5.1 dapMakoAHHAMHYHEA CBOCTBA

O0mu cBoHCTBA

dapMakOoTepaneBTHYHA IPyNa: aHTHOAKTEPHAIIHU CPEACTBA 32 CUCTEMHO ITPHIOKEHHE, MAKPOJIMIY;
asuTpoMuLuH, ATC koa: JO1FA10Q

MeXaHU3EM Ha JeHCTBHE

g i ————



A3UTPOMMIIMH € a3a/Ii/l, OJK/IaC Ha MAKPOIUTHUTE aHTHOHOTULH. ITocpencTeoM cBEp3Bane ¢ 50S-
CyOeTMHUIATA HA PUOO30MMTE, A3MTPOMHULIMH NIPE/IOTBPATABA TPAHCIOKALMATA HA NENTHIHH BEPUTH
OT €AHATa CTpaHa Ha pufo3oMaTta KpM Apyrara. B pesynrar ce npegorsparssa PHK-3aBucumara
NPOTENHOBA CHHTE3a MPH YYBCTBHTEIHUTE OPraHH3MH.

Bpr3ka OK/D]J]
3a asutpoMuLmH AUC/MIC e ocHosums ®K/®]] mapameTsp, Ko#iTO Han-noﬁpe KOpenrpa ¢
e(pPUKACHOCTTA HA a3UTPOMHILHH.

MexaHHU3EM Ha pe3UCTEHTHOCT

Pe3ncTeHTHOCTTa KBM a3UTPOMHULIMH MOe Aa Obe yHacle/ieHa HiTH npﬂnoﬁma Hanuue ca tpu
ITaBHH MEXaHH3Ma Ha PeIUCTEHTHOCT MpH OaKTEpUUTE: NPOMIHA Ha NPULETHOTO MACTO, NPOMIHA Ha
aHTHOMOTHYHMA TPAHCTOPT U MOAHQHIHPaHE HAa AHTHOMOTHKA.

ITbniHa KpBCTOCAHA PE3UCTEHTHOCT CHIIECTBYBA NPH Streptococcus pneumoniae, 6eTa-XeMOIUTHIEH
CTPENTOKOK OT rpyna A, Enterococcus faecalis n Staphylococcus aureus, BKIIOUMTENHO METHLIIMH
pesrcTeHTHH S. aureus (MRSA) cripgamMo epUTpOMHIIMH, a3UTPOMHLIMH, APYTH MAKPOIHIHN U
JIMHKO3aMUHH.

I'paHHIH HA 9YBCTBHTEAHOCT

Cwrimacuo CLSI (Clinical and Laboratory Standards Institute) ca neduHMpanu cnegumTe rpaHMLIM Ha

JyBCTBHUTEJIHOCT 2a a3UTPOMHLINH: |

- YyBCTBUTENECH <2 pug/ml; pe3uctenTeH =8 pg/ml

- - Haemophilus spp.: uyBcTtBUTENER <4 ng/ml

- Streptococcus pneumoniae u Streptococcus pyogenes: dyscteutenes <0.5 pg/ml;
pe3sucTeHTeH =2 pg/mi.

YyBCTBATEIHOCT

Yecrorara Ha npuaoduTaTa pe3UCTERTHOCT MOJKE J1a Bapupa reorpad)cki H BEB BpeMeTo NpH H3dpaHy
BUIOBE H € JXKEJIATeJHO [1a C€ MOTyYd MECTHAa HH(OpMalUA 32 YYBCTBHTEIIHOCTTA, OCOOECHO B
CJIYYaHTe Ha JICYEHHUE Ha TeXKKH HHPekimu. [Ipu neobxogumoct TpAORa 11a ce MOTBPCH CHBET OT
EKCIIepPT, KOraTO MECTHATA Y€CTOTA Ha PE3UCTEHTHOCT € TAKABA, Y¢ M0J13aTa OT Npenapara npH HAKOU
oT UH)EKLIMKTE € MO BEIPOC.

IlaToreHH, MpU KOUTO PE3UCTCHTHOCTTA MOXKE Ja OBbae NpobiieM: yecToTaTa Ha PE3UCTEHTHOCTTA €
paBHa WM no-roigmMa ot 10% B noHe eanHa asp:kaBa oT ERponeiickara oBGIIHOCT.

THGHHIIEI 3a HYBCTBHTCJIIHOCT

' O0nyaiiH0 TIYBCTBHTEIHH BHAOBE

Aepobuu ['paM-HeraTHBHH MUKpPOOPraHH3MH
Haemophilus influenzae™®
Moraxella catarrhalis*
Neisseria gonorrhoeae
JpyrTu MHKpOOpraHH3MH
Chlamydophila pneumoniae
Chlamydia trachomatis
Legionella pneumophila

Mycobacterium avium

Mycoplasma pneumonia*




BroBe, npn KOHTO NPHIOCOHTATA PE3HCTEHTHOCT MOKeE /1A npenc'ranﬂﬂna
npodJem

Aepobnru ['paM-ITO3HTHBHH MHUKPOOPTaHH3MH
Staphylococcus aureus™
Streptococcus agalactiae
Streptococcus pneumoniae™
Streptococcus pyogenes*

Hpyru MuUKpoopraHu3Mu
Ureaplasma urealyticum

MEKPOOPraHH3IMH ¢ YHAC/IEJeHA PE3HCTEHTHOCT

Staphylococcus aureus — METHIUIVH PE3UCTEHTHH M €PUTPOMHIIMH PE3HCTEHTHH
LIAMOBE

Streptococcus pneumoniae — ISHHIMIIMH PE3UCTEHTHH LIAMOBE

Escherichia coli

Pseudomonas aeruginosa

Klebsiella spp.

* KnuuuyHaTa epeKTHBHOCT Ce JEMOHCTPHpPA MOCPEACTBOM UyBCTBUTEITHY HBOJ'IHPEIHPI
MUKPOOPTraHHU3MH MPH 000pPEHM KIMHUYHH NOKa3aHHA.

5.2 PapMaKOKHHEeTHYHH CBOilicTBa

Abcopbyus
bHOHATMYHOCTTA HA a3UTPOMHLIMH ClIe/] EPOPATHO NPWICKEHHE € NPHOIH3HUTENHO 37%.
MakcuManHu miasMeHH HHBa e JOCTHTaT 2-3 Yaca cllefl npueMa Ha JIeKapCTBEHHA [IPOIYKT.

Paznpeodenenue

Cnen nepopajiHo NMPHIOKEHHE a3HTPOMHLIMH C€ pasnpeaess B ULIOoTOo Twio. PapMakoKHHETHUHHTE
NPOYYBaHHA ACHO MOKa3BaT [O-BUCOKHU HHBA Ha a3UTPOMUILIMH B THKAHUTE B CPABHEHUE C IUIa3MaTa
(70 50 meTH Haa MAKCHMATHHTE KOHLEHTpAUHH B IU1a3MaTa). ToBa mokasea, 4e BEIeCTBOTO Ce
CBLP3BA B THKAHUTE B 3HAYATEIIHH KOJUYMECTRA. |
KoHueHTpaumuTe B HHPEKTHpaH! THKaHHU KaTo Gesn ApoGoBe, CIMBULIM M IIPOCTATA €a MO-BUCOKH OT
MRC90 Ha Hali-yecTo HabmoaaBaHKTe ITAaTOTe€HH Ciex €AHOKpaTHA Ao3a oT 500 mg.

CBBp3BaHETO CHC CEPYMHUTE POTEHHH Ha a3UTPOMHIIMH € BapHaGMIIHO U BapHpa B 3aBUCHMOCT OT
cepyMHaTa KoHUeHTpauHs oT 52% npu 0,05 mg/l no 12% npu 0,5 mg/l. PasrorecHusT obem Ha
paznpexencaue e 31,1 I’kg.

Enumunupane

KpaitHHAT I1asMeH Noay>KHBOT Ha €IMMHHHMPaHe CeBa TI0TYXXHBOTA HA ThKAHHO W3YEpPIIBAHE OT 2
0 4 gHHu.

[lpubmusurenso 12% 0T MHTPaBEHO3HO MPWIOKEHATA 1032 A3UTPOMMLIMH 32 IIEPUO/A OT 3 JHH ce
€KCKPETHPA HEIIPOMEHEH C YpHHaTa. BUCOKH KOHUEHTpalMH HENPOMEHEH a3UTPOMHUIIMH Ca
YCTaHOBEHH B AUTbYKATA NMPH Xopa. B Hes ¢hLI0 Taka ce OTKpWBaT AeceT MeTaboMUTa (MOTydYeHH IIpH
N- 1 O- aeameTUnMpane, Npyu XMAPOKCHIHPAHE HA JIE303aMHH H arfIMKOHOBHTE MPECTEHU U IPH
pa3sLeIBaHe HA KIAAMHO3HUTE KOHIOTaTH). CpaBHEHHE Ha TeYHa XpoMaTorpadHs M METOIHM 3a
MHKpOOHONOrHYHA OLICHKA IOKA3Ba, Ye T€3H MeTabOIMTH ca MUKPOOHOIOIHYHO HEaKTHBHH.

B XMBOTHHCKH MOJI€/1 BUCOKH KOHUCHTPALMH a3UTPOMHUIIMH C€ YCTAHOBABAT BB (haroumtute. CHIIC
TaKa € MOKa3aHo, Y€ [PH aKTHBHA (arouuTosa ce 0cBOGOKIABAT O-BUCOKY KOHLICHTPAIUH
a3UTPOMHULIMH B CPABHEHHE ¢ HEaKTHBHATA (aroiiurosa. B )KUBOTHHCKH MOJET € IPEACTABECHO, Ue




QDapMaKOKMHETHKA IPH CIICUHAIHY [IOITYIaIUH

Bvbpeuna nedocmamvunocm

Criex enqnokpatHa f03a a3MTPOMMUMH OT 1 g, cpeIHuTe Cpppx M AUC 120 C€ TTOBHINABAT CHC CHOTBETHO
- 3,1% 1 4,2%, npu J1uua ¢ nexo 1o yMepeHo 656pedHO YBpekaaHe (CKOpOCT Ha roMepyI1HaTa
¢rrrpaums 10-80 ml/min) B cpaBHeHue HOpMaTHaTa 6x6peyta ¢pynxuus (CI'® > 80 ml/min). ITpu
JIMLA ¢ TeXKKO 0u0pedHo yBpexnane, cpenuute Cp, U AUC, 15 C€ NOBHIIABAT CEC CHOTRETHO 61% |
35% B cpaBHEHuUE ¢ HOpMaTa.

HYeproopobna nedocmamvunocm |

Ilpu narmenTH ¢ neko o0 yMepeHo 4epHOAPOGHO YBpeKaaHe HAMA TaHHU 33 M3pa3eHO U3MEHEHHE Ha
CepyMHATa ()apMaKOKHHETHKA HA a3UTPOMHLMH B CPaBHEHUE C HOpMAaTHaTa 4€pHOApoOHa PYHKIHA.
I1pH Te3n naLMeHTH U3riexaa ce YBeNMYaRa ypHHHATA CKCKpPEUWA Ha aSUTPOMUIIKH ¢ 1[€]] 1a ¢
KOMIIEHCHpA peayLIMpaHua YepHOAPOoOeH KIHPLHC.

llayuenmu 6 nanpednana év3pacm

(DapMaKOKHMHETHKATA HA aSHTPOMHILIMH [IPH MEBXXe B HallpeAHaIa BB3PACT € CXOQHA ¢ Ta3H MPH MIaau
BB3pacTHH; IIpH JXCHH B HallpeHANA BB3pacT, obadue, BBIPEKH Y€ ce HabI0daBaT 0-BHCOKH
MaKCHMATTHH INIa3MEHH KOHLeHTpaluH (rmoBumeHH ¢ 30-50%), He HacTRIBA 3HAYHMO KYMYJIHpaHe.

Hoeopooenu, manku oeya, oeya u noopacmaawu |
DapMaKkOKHHETHKATa € MPOyYeHa MpH Je1a Ha Bh3pacT 4 Mecena — 15 TOAUHH, KOMTO NpHEMaT
KarcyJu, rpaHyay Wik cycnensus. Ilpu 10 mg/kg Ha mepsua nex nocnemsanu ot 5 mg/kg B aumTe ot
BTOPH 10 NETH, NOCTHrHaTaTa Cp,y € MAIKO IO-HHCKA OT Ta3u MpH BE3pacTHHTE ¢ 224 ug/l npu nena
Ha BB3pacT 0,6-5 roguHu u cien 3 mHeBHO Ho3upane u 383 ug/l npu Te3u Ha BB3pacT 6-15 roguum. t,,
oT 36 h npu no-ronemuTe fena € B OUaKBAaHMA JMANA30H 33 BH3PACTHH.

3.3 IIpeaxkTARHYHE JaHAH 32 6e30MaCHOCT

lipy M3UHTBAHKSA C JKUBOTHH, B KOMTO NTPUIATaHUTE AO3H AOCTUraT 10 40 MBTH KINHHYHITe
TCPAllCETHIHH N03H € YCTAHOBEHO, Y€ a3UTPOMHLIMH NpHYHHABA o6paTiiMa docdonunumosa, Ho no
MPaBAJIO HE Ce HabMOAaBAT HCTHHCKH TOKCHKOJIOTHYHH HOCIEACTRHA, KOHTO A3 Ce ACOLIMUPAT C TOBA.
3HauMMOCTTa HA TE3H JaHHHU 32 XOpaTa, MoTy4aBAIIlH a3HTPOMHIIMH B CbOTBETCTBHE C NIPEIIOPHLKAUTE,
HE € U3BECTHA.

Enextpodusronorninu uscneaBaHus MOKa3BarT, ue a3HTPOMHLIMH yansKkaBa QT-HHTEepBaa.
Mymazenen nomenyuan:

Hsma naHHy 3a NOTEHIMANHH PeHETHMHH W XPOMO30OMHM MYTALMH B in ViVO M in Vitro TecTORHTe
MOZENH,

Penpooyxmusna moxcuunocm:

B npoy4sanns 3a eMOPHOTOKCHYHOCT NIPH MMILIKK U IUTBXOBE He ce HaOMOnaBar TepaTOreHHH
edextu. [Ipu rwisxope A031 Ha azuTpoMuIKH oT 100 1 200 mg/kg TelecHO TErIo/ THEBHO BOIAT OO
JIEKO M3paseHa peTapjala Ha ocHprKaluMaTa Ha ¢eTyca H Ha MalfMHOTO HaANaBaHE Ha TELIO. [Ipu
NepH-/TIOCTHATAIHU NIPOYYBAHUA TIPH ILTHXOBE, Ce Hab/II0AaBa JIEKO H3pa3€Ha peTtapAalus BLB
(pu3HyeckoTO pasBUTHE U 3a0aBjAHE B PA3BHTHETO HA pednexcure ciaen nedeHue ¢ 50 me/kg/aueBHO U

[1I0-BHCOKa 1034 a3HTPOMHIIHH.

6. PAPMAIIEBTHYHU TAHHHA




6.1 COHCBK Ha NOMOIIHATE BENIECTBA

3Jaxapoza

KcanTaHoBa ryma
XHAPOKCHIIPOMIILIETYJI03a

Tpunatpuesn docdar, Gessonen
CriHLMeB THOKCH], KOJMOUAEH 6e3B01eH
Acnapram (E951)

ApoMaT Ha KpeM KapaMel

Turanos nuoxcuz (E171)

6.2 HecnBMecTHMOCTH
Henpunoxumo.
6.3 Cpok Ba rogHOCT

[Ipax 3a nepopanHa cycnieH3us: 36 Mecela.
I'oToBa cycneH3ua: 5 AHu.

6.4 Cnenna/iHH yc/10BHS HA ChbXpaHeHHE

IIpax 3a nepopanHa cycnensus: Jla ce cbxpanABa npu TeMnieparypa nog 30 °C.
['oToBa cycnensus: Jla ce cbxpanasa nipu Temmneparypa noj 25 °C.

6.5 JIaHHH 32 omaKoBKAaTa

HDPE 6yTwiku ¢ PP/PE kanauka, 3aimuTena ot oTBapsHe OT Aena, ChC 3aabpaKall np"ECTeH.
PE/PP-po3upama cripuxuoBka (10 ml), rpagympana npe3 aeneHud ot 0,25 ml.

Cbabpkanve Ha OyTwikara ciied pasteapsde; 20 ml (400 mg).

He BcuukM BHAOBE OIIAKOBKH MOTaT Aa 6BAAT MYCHATH B npoaaxoa.

6.6 ChoenuajaHm npeana3sd MepKH UPH H3IXBLPJAAHE H paGora

IIpHroTBsSiHE Ha CycIeH3MsATA:

Jlexo pasiuiarere cyxuar nipax. IlpuGasere 10,0 ml Boga kM npaxa.

Pasknarere nobpe, nokato ce nomyuu 6ana go Gene3HHKaBa XOMOTeHHA cycrnieHsua. [Ipu

MPUIOKEHKE, afialrTepa Ha CIPUHIOBKATa TPAOBA a 6B NOCTaBeH Ha I'bPIOTO HA OYTHAKATA U
Karadkara TpsOBa ja ce OTBOpH.

7. IIPHTEXKATEJI HA PASPEINEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovskova 57, 1000 Ljubljana
ChaoBreHusd

8. HOMEP(A) HA PA3SPEIMIEHUETO 3A YIIOTPEEBA
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