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1. AME HA JIEKAPCTBEHHS ITIPOAYKT

AZITHROMYCIN SANDOZ 100 mg/5 ml powder for oral suspe
AU TPOMHITMH CAHIO3 100 mg/5 ml npax 3a nepopanHa CycrieH3ns

2. KAYECTBEH U KOJIMMECTBEH CbhCTAB

Bcexu 5 ml ot npurorBeHara cycnensus cpabpxat 102,4 mg asurpoMHIIMH Maﬂaxnnpar
exBHBaIeHTeH Ha 100 mg asuTpoMHIHH.

Bceku 1 ml ot npuroTeeHaTa cycnensna cpappaxKa 20,48 mg asMTpOMHUIIMH MOHOXHAPAT
€KBHUBANCHTCH HA 2() mg a3UTPOMHLIKH. |

IloMo1HH BeLLECTBA.
3axaposa 3,80723 g/ S ml
AcnapraMm (E951) 0,030 g/ 5 ml

3a ITBJIHUA CITHCHK Ha MOMOINHHTE BellleCTBa BIDKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA

IIpax 3a nepopasnHa cycneH3us.
bt wid cuBo-Oesie3HUKAB KPUCTAJIEH Mpax.

4. KJIHHHAYHA JAHHHA

4.1 TepaneBTHYHH NOKAIAHHS

ABUTPOMUIIMH € ITIOKA3aH 3a JIieYeHUue Ha CJIeAHUTE HHPEKIIMH, KOraTo ¢a NpUYHHEHH OT
MHKpPOOpPraHH3MH YYBCTBHTEIHH CIIPIMO a3HTPOMHLIMH (BIOK Touka 4.4 1 5.1):

-  WH(EKIUH HA TOPHHUTE AMXATEIIHH ITETHINA: CHHY3HTH, GapHHTUTH, TOH3WINTH

- OCTBD CpEeACH OTUT

-  UH(EKIMY Ha NOHHUTE AUXATENHYU TBTHINA: OCTBD OPOHXHT U JIeKa A0 YMEPEHO TeXKKa
npuaoduTa B 00IEeCTBOTO THEBMOHUS

- HH(EeKIUH HA KOKaTa U MEKUTE THKaHH

-  HEYC/JI0XKHCHH YPETPHT M LUCPBHUWT, IpH4HHEeHH oT Chlamydia trachomatis

Tpabea na ce B3eme npeaBH OQPHIIMAHOTO PHKOBOACTBO 33 NPaBIITHO IIPUIOKEHHE Ha
aHTHOaKTepHaIHH CPECTRA.

A3HTPOMHIIHH HE € CPEJCTBO Ha ITEPBH H300p IIpH eMIIMPHYHO JieueHne Ha HH(PEKIHH B palioHH,
KBIETO MeCTOTaTa Ha pe3UCTeHTHUTe H30j1aTu € 10% unu noseue (BIK To4Ka 5.1).

4.2 J03MPOBKA H HAYHH HA NPHJIOKEHHE

BripacTan




Ipu Heycnmmeim YPETPHT U LePBHIMT, npuunHeHu oT Chlamydia trachomatis, noszara e 1000 mg B
EAHOKPATEH MEPOPAJICH MPHEM.

3a BCHYKH ApYTH MokasaHus ao3ata € 1500 mg npunoxkena non ¢opmara Ha 500 mg AHEBHO B TpH
NOCICAOBATEIHA THH. ANTCPHATHBHO CchInata odma no3a (1500 mg) Mmoxe ma ce npHIokKH 3a NepUON
OT 5 AHH KaTo ce mpueMaT 500 mg nmpe3 mepBUA AeH | ciiex ToBa o 250 mg B maUTE ot 27" 1o 5™,

IlanHeHTH B HANIPEAHANA BB3PAacT
ITpu manmeHTHTE B HaNIpeqHAala BB3PacT MOXKE Jla C€ MpHiara ChbiaTa 403a KakTo MpH BE3PACTHH.

Hena B noapacreamu (< 18 ronann) |

ObmiaTa no3a npu Aeua Ha Be3pact 1 roauHa u nosede e 30 mg/kg, pasaenceHa Ha eTHOKPATHH
nuesHH 0o3u oT 10 mg/kg 3a TpH JHM, WK 32 IEPHOA OT TIET JHH, KaTO CE 3aM0YBa ¢ eHOKPaTHA 4033
ot 10 mg/kg Ha TEpBHA AeH, OCTIEABAHO OT JO3H OT 5 mg/kg NHEeBHO 3a cleABalIMTE 4 JHH B
CHOTBETCTBHE ¢ IIPEACTABEHUTE NO-ony Tabmuum. {laHHuTe MO OTHOIMEHHE NPIWIOKEHHETO NPH AcLia
rmox 1 romuHa ca orpaHMYEeHH.

TenecHo Termo 3-THEeBHO 5-nHeBHO JIedyeHHe O0eM Ha
(kg) JIeueHue OyTHikara
Hen 1-3 Hen 1 IleH 2-5
10 mg/kg/nex 10 mg/kg/nen 5 mg/kg/nen
10 kg 5 ml | 5ml 2,5 ml 20 ml
12 kg 6 ml 6 ml 3 ml 20 ml

Jo3aTa npu neueHue Ha GapHUHTUT, IPUYKMHCH OT Streplococcus pyogenes NPeacTABIABA
H3KIIOYECHHE: TIPH JIeYeHHEe Ha (PapUHTUT, IPUYUHEH OT Streplococcus pyogenes asSUTPOMHLIHH €
OOKasall, 4e € e(pEKTHBEH, KOraTo MpH Jella ce Impuiara KaTo eqHOKpaTHa Jo3a oT 10 mg/ke wnu 20
mg/’kg 3a 3 nHU ¢ MakCHManHa gHEBHA A03a oT 500 mg. IIpu Te3u ABe TO3MPOBKH ce HAOMOJaBa
CpPaBHUM KIMHHYEH €(QeKT, JOPH KOraTo epagHKanuiaTa Ha Gakrepus € Mo-3HauuMa TIpH THEBHA 034
ot 20 mg/kg.

IlennuunueeT, 0bave, e Npenapar Ha TLPBU W300p NpH JIedeHHE Ha GapHHTHT, NPHYHHEH OT
Streptococcus pyogenes ¥ 3a NpoQHIaKTHKA Ha [IOCIIeXBALl pECBMATHYEH MIPHCTHII.

HallHEllTH ¢ 0p06peano yBpexxaane
I1pn maipeHTHTE C JIEKO 10 yMepeHo OB0peuHo yepexaane (CT'@ 10-80 ml/min) He e HeobxonmMMO
KOpPUTMpaHe Ha J03HTe (BXK. TouKa 4.4).

INanueHTH ¢ YepHOAPOOHO YBpEXKIaHE
He € Heo0Xx0AMMO KOpUTHpaHE Ha N03aTa IIPH NallMEHTH C JIEKO A0 YMEPEHO yBpeAcHa YepHOAPOOHa

¢yHKUHA (BXK. TOUKa 4.4).

Memoo na npunodicerue

[Tpean ynotpeba npaxsT TpAOBRa Ba Obae pa3TBOpEH ¢ BOJA IO NOTydaBaHe Ha 0A1a no Oesle3HHKAaBa
XOMOI'€HHA CyCHEH3UA — BIDK Touka 6.6. Crel pa3TBapsHe NIEKapCTBOTO MOXKE Jia C€ MPIIOKH
‘nocpeacteom PE/PP cripuHIIOBKa 33 IEpOPaTHO PHUITOKEHHE,

Crnepn mpreMa Ha CyCIIeH3USTa TOPYUBMAT BKYC MOXKE [1a C€ KOpPHMTHpa 4pe3 H3IHBaHe Ha IVIO0B COK
BEJHAra cjieq NperapliaHeTo. AIMUTPOMHIIMH Npax 3a NEpopaHa CycleH3us Tpsadna na ¢e npwiara
KaTO €AHOKpaTHA AHCBHA N03a. CYCNICH3HATA MOXKE [1a ce pHeMa e JHOBPEMEHHO ¢ XpaHa.

4.3 IIporuBonokazanug




CBP’BX‘-I}’BCTBHTE?HHUCT KbM A3UTPOMHIIHH, KbM JPYI'Hd MaKpOJIHIAHH EIHTHGHDTH].IH HJIH KM HAKOC OT
IIOMOUIHHUTE BCINCCTRA. |

4.4 CnenHaJHH NpenynpekieHAs H NPeANA3HH MEPKR Hpu ynorTpe6a

KakTo npH €epUTpOMHIMH U IPYTHTE MAaKPOJIMIHM AaHTHOHOTHIIM, PAAKO c€ ChOOIaBaT CEpHO3HH
ANCPTHYHH PE€aKIUH, BKIIOYMTETHO aHTHOEAeM M aHadwiakcus (paako ¢artanau). Hiaxou ot Te3n
peaKki[i¥ BOOAT A0 PELIMAHB HA CUMIITOMITE, ITIOPag# KOETO € HEOOXOANM MO-ABJIBI IEPHO] HA
HaOIIOicHHE U JICUEHHE.

KakTo npm ocTaHanuTe aHTHOMOTHLY, MPENIOPBYATENHO € J1a ce clieqiH 3a Oene3u Ha CynepHHPEKIHA
C HEYYBCTBHUTEJIHH MHKPOOPTaHU3MH, BKIIOYHTEIHO MbOHUKH.

[Ipu nprnoxenve Ha MAKPOTHIHA AHTHOHOTHIIM ca ChOOIaBaHH! CITy4Yad Ha TIceBaoMeMOpaHo3eH
xonut. Ta3u nuarnosza TpAOBRa Aa ce HMa NIpeBHA NPH NaIlHeHTH, IPH KOXUTO ClIe/ 3al0YBaHe Ha
JIe4YEHHETO C a3UTPOMMIIHH Ce € MOSBWIA AHapHA. |

Hsama onmut no orHolueHue 6e30macHoCTTa H epUKaCHOCTTa Ha ABITOCPOYHOTO IIPHIOKEHHE Ha

A3UTPOMMIIMH TP TIOCOYEHHTE I0-TOpe MHAUKAUMU. B cimy4daii Ha 6bp3 peunans Ha HHQEKIUATA,
KaKTO H NIPH JpyrUTe aHTHOMOTHIWM, TpAOBa 1a ce oOOMUCTH NTeUYeHUE ¢ APYr AaHTUMUKPOOEH npenapar.

ITopaau TeopeTHYHATAa BH3MOKHOCT 3a €prOTH3bM a3UTPOMHLIMH H €ProTAMHHOBH JIEPUBATH HE
TpgOBa Aa ObIaT NpuaaraHy €JHOBPEMEHHO (BHXK TOUKa 4.5).

IIpu nevueHHe ¢ APYrH MAKPOIMIH ce HabIONaBaT VABIDKEHA PENOISPH3AL HA CHPACIHIA MYCKYII

n QT-uHTeppan, BoACHIH A0 PHMCK OT HACTHIIBAaHE Ha ChpAe4Ha apuTMHA H torsades de pointes.

Cxo/ieH eekT U IIPH a3UTPOMUITUH HE MOKeE N1a Ob/le HAITBIHO M3KIIOYEH 32 MAIMEHTH C NIOBULICH

PHUCK OT YAB/DKABAHE Ha PEO/IpH3aLMATA Ha ChPAEHHHA MYyCKyJI. Ilopaau ToBa a3HTPOMMILIMH He

TpaAOBa Aa ce mpunara:

- P MALMEHTH ¢ BPOJICHO WIH JOKYMEHTHPAHO IMpHA0OHTO yabibkapaHe Ha QT-unrepBaia.

- e THOBPEMEHHO C IPYTd aKTHBHM CyOCTaHIMHU, KOWTO yAb/KaBaT QT — HHTepBala, KaTo
aHTHapUTMHLIM OT KnacoBe 1A u III, m3anpua u trepdenaamy.

- TIpH MALMEHTH ¢ eJIEKTPOJIUTHH HapYIIeHUsA, 0COOEHO B CIIYYAHUTE Ha XUITOKATTHEMHA U
XMITOMarHe3HEMHUA |

- TPH MaLWEHTH ¢ KIMHNYHO 3HaUMMa OpaauKapavsa, apuTMHA WIH TEXKKA ChpAcYHa
HEAOCTATHEYHOCT.

Chaensamara HEQoOpMANHA TPROBA A ce B3eMe B IPEABHA NPedR Aa ce npeanuie
A3HTPOMHIEH

A3WTpPOMHIIMH HE € MOOXOAAL] 32 JICYCHHUE HA TSKKK HHPEKINH, NPH KOUTO ¢ Heodxoanmo 6bp3o
NIOCTHraHE Ha BHCOKAa KOHLECHTpalliAd Ha aHTHOHOTHKA B KPBBTA.

B paﬁonme C BHCOKA HCCTOTA4 Ha pC3UCTCHTHOCT CIIPpAMO CPUTPOMHLIMH A e ocobeHO BaXKHO Aa Cc
HMA IMPCABHA CBOJIIOIIMATA B MOC)IA Ha HYBCTBHUTC/IHOCT CIIPAMO a3HTPOMHKIIHH H OPYI'HTC

AHTHOMOTHITH.

Kaxto 4 npH Apyrure MakpoJIMOU B HIKOHW €BPONEHCKH AEpKaBH ce cho0InaBa 3a BUCOKA YeCTOTA Ha
PE3UCTEHTHOCT Ha Streptococcus pneumoniae (> 30 %) cripaMo asuTpoMHUHH (BIK Touka 5.1). Tosa
TpAbBa fa ce MMa MpeABUI, KOTaTo ce MPOBEXIa IeHeHHe Ha HHEKIUY, IPHYHHEHH OT
Streptococcus pneumoniae.
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DapHHTUT/TOH3UINT
A3ATPOMHITHH He € CPEACTBO Ha ITbPBH H300p NpH JieueHHe Ha GAPUHTUT H TOH3WINT, NPUYHHEHK OT

- Streptococcus pyogenes. TIpr Te3u HHAHKALHH, KaKTO H 3a NPO¢HIAKTHKA Ha OCTHP PeBMATHYEH
NPUCTEI, JEUCHUETO Ha ITbPBH H300p € NMeHUIWIHH.

CHHY3UT
YecTo asUTPOMHIIMH HE € CPSACTBO Ha TbPBH H300p NpH JIeUeHHE Ha CHHY3HT.

OcTBp cpencH OTHT
YecTo a3UTPOMHIIMH He € CPEACTBO Ha MBPBH U30Op IIpH JICYCHHE Ha DC’I'bp CpeAcH OTHT.

HndekTHpaHy paHu OT U3rapsHe |
A3HMTPOMHITUH He € ITOKa3aH 3a JieYeHHue Ha MHQEKTUPaHH PaHH OT H3rapsHe.

3aboiigBaHus, NPEAaBaHU 110 NOAOB BT
B ciryuyaii Ha HH(pEKIHH, npe,uaBaHH 10 IOJIOB IIBT, Tpﬂﬁaa I1a Ce U3KJIFOYH CBHITHTCTBAIA WHPEKIMS C
T. pallidum.

AsuTpoMuIH Tpa6Ba 1a ce mpuiIara ¢ MOBUINEHO BHUMAHKE MPH MALMECHTH ¢ HEBPOJIOTHYHH HIH
NICUXUYHY HApYLICHHS. |

IIpunooicenue npu 6wbpeuro yspescoane: He € HeoOX0MUMO KOpUrHpaHe Ha 103aTa NpHA NAalHEHTH C
AeKo 710 yMepeHo 6n6peano yepexaane (CI'® 10-80 ml/min). IIpenophuBa ce NOBHIIEHO BHUMaHHE
rnpu Texko 6sOpeuno yepexaane (CI'® < 10 ml/min), Tei KaTO MOXE Aa CC MOBHIIH CHCTEMHATA
eKCcIo3uLMs (BIK TO4KA 5.2).

Mpunoosicenue npu weprodpobro yepescoare: Thil KaTo a3UTPOMHUIIUH ce MeTabONM3UpPa B YePHHA
npob K c€ EKCKPeTHpa Npes AKIIHYKaTa, JSKAPCTBEHUAT NPOAYKT He TpAOBa a ce MpuiIara npu
[MALMEHTH, CTPafallH OT TEXKO YepHOApoOHO 3abonaBane. He ca mpoBeskaaHH Npoy4BaHUA OTHOCHO
JIEUEHUETO Ba Te3H MALMEHTH ¢ a3uTpomuiEH. [IpH HacThIBaHe HA TEXKO YePHOAPOOHO yBpeKaAaHe
NeYeHHETO ¢ A3UTPOMUIIMH TpAOBa 1a € NMpPeyCTaHOBH.

[launeHTH ¢ PEAKH HACIEACTBEHH NpobieMn, KaTo HEMOHOCHMOCT KbM (DPYKTO3a, NIHOKO30-
rajaKkTo3Ha MajaabcopbLHa WIH 3aXapo30-U30MalTa3Ha HEJOCTAThYHOCT HE TpAOBa Na MpHeMaT ToBa
JIEKAPCTBO, THH KaTO TO CHIBLPKA 3aXapo3a.

4.5 B3anmoaeiicTBae ¢ APYrA JeKApCTBEHH HPOAYKTH H APYTH GOPMEA HA B3aHMOJCHCTBHE

Teogpunun

DapMaKOKHHETHYHHUTE MPOYUBAHUA HE MOKA3BaT B3AUMO/IEHCTBHE MEXK/TY a3HTPOMHLIMH H TCOPHIHH
NpH €IHOBPEMEHHO TIPHJIOXKEHHE TIPH 30paBH Jo6posomd. BrIpexy ToBa nopany cho0LaBaHH
B3aMMOZCHCTBHA Ha IPYTH MAKpOIHIU ¢ TeoQINH, c€ NMPenophyuBa NOBHIICHO BHUIMAHHC 32
CHUMITTOMH, HACOUYBAIITH KBM NIOBHIIEHH TCOPHIMHOBH HHBA.

Ilepopannu KymMapuroeu aHmMuKoazyianmu
BB $hapMakOKHHETHYHM NPOYIBAHMS IPH 3/IpaBA J00POBOJILH a3UTPOMHUIIMH HE MOBIHABA
AHTHKOAryJJaHTHHA ¢(ekT Ha 15 mg eqHOKpaTHa no3a Bapdapud. AMa choOIIeHUA 3a yCUIeHa
aHTHKOATY/1alHA NIPH €AHOBPEMEHHOTO IPHIOKECHHUE HA a3UTPOMMLIMH C NiepopajlHi KyMapHHOBH
aHTHKOary/1aHTH. Brrpeks de He ¢ yCTaHOBEHa IIpHHIMHHA BPB3Ka, Tpslﬁna na ce oﬁﬁpHe BHHMMaHUE Ha
4eCTOTATA HA M3MEPBAHETO Ha MPOTPOMOMHOBOTO BpEME. e




Kapbamazenun

Bbe dhapMakOKHHETHMHO IIPOYYBaHE HAa B3aUMOICHCTBHE MPH 3ApaBu AoOpOBOIIH HE ce HaOmogana
3HAYHM e(eKT BBpXY (papMaKkOKHHETHKATa Ha KapOaMa3elmiH Wi HerOBHA aKTHBEH MeTaOOMuUT.

Epzomamunoeu npouzeoonu

[Tpx mauyWeHTH, KOMTO MPOBSKAAT JICHSCHHUE ¢ €PrOTAMMHOBU NPOU3BOIHH MOXKE Aa C€ HHAYLIMpa
EProTH3BM IIPH €JHOBPEMEHHO IPUIOKECHHE HA HIKOM MaKpOIHIHH aHTHOMOTHIH. HaMa Hanuuuu
AaHHH OTHOCHO BB3MOXKHHMTE B3aUMOREHCTBHA MEKAY €PrOTAMHHOBH MPOHU3BONHH M a3HTPOMHIIMH.,
Toi xaTo € HaNMKHLE TeOpeTHUHA BE3MOKHOCT 3a €proTH3BM, a3UTPOMHUIIMH He TpAOBa [a ce
KOMOHHMpA ¢ eproTaMUHOBH ITPOH3BOOHH.

Huxnocnopun

[Topanu orpanHyeHHTe (PapMaKOKMHETHIHH AaHHH 3a B3aUMOISHCTBHE MEXTY a3UTPOMHIIMH H
LIUKJIOCTIOPHH IPH 3ApaBH Ao0poroiy, TpadBa ga ce 0ObpHE CeIUATHO BHUMAHHME NIpU
€THOBPEMEHHO MPHJIOKEHHE Ha Te3H JIEKapCTBEHH NPOIyKTH. B cayuai ye e HeoOX0qHMMO TaKoBa,
HWBATA HA IIMKIOCIIOPHH TpAOBa Aa ce MpoBepABaT K MPH HEOOXOARMOCT A03aTa Ha LIMKJIOCIIOPHH
TpAOBa J1a ce KOpHUIHpa. |

Hueoxcun ﬂ

H3BecTHO €, Ye HAKOH MaKpOJIAIHH AaHTHOMOTHLIM OrpaHN4aBaT MeTaboIH3Ma Ha JUTOKCHH B
gepBaTa. IIpH MaLMEHTH, KOMTO MOMYYABaT €JHOBPEMEHHO JIeUeHHe C A3UTPOMHULIVH M JHIOKCHH
TpabBa 1a ce 00BpHEe BHHMaHUE Ha BB3MOXKHO NOBHINIEHHE Ha JHTOKCHHOBHTS HHBA M Te3H HHBA
TpaOBa a c€ MOHHTOPHpAT. |

Anmuayuou -

BB (hapMakOKHHETHIHO IPOYYBAHE HA €(EKTa OT €FHOBPEMECHHOTO NPHIOKEHHE Ha aHTHALWAW U
a3UTPOMMIIMH He ce HabmonaBa nosmsBaHe Ha obmara OHOHATTHYHOCT, BBIIPEKH Y& MAKCHMATTHATA
cepyMHa KOHLeHTpamsa HaMaaBa ¢ 30%. ASHTpoMHIMH Tp40Ba a ¢€ NpHeMa noHe 1 Yac npeau wiu
2 gaca cnejl mpyueMa Ha aHTHALHIH.

Lumemuoun
EnHokpaTHa 03a LIEMETHAMH NPHIOXKEHa 2 Yaca Npeay a3HTPOMMITHH HAMA e(eKT BBpXY
¢dapMakOKMHETHKAaTa HA a3UTPOMHLIHH. |

MemunnpeoHuzonron
BB dapMakOKHHETHYHO MIPOYYBaHe Ha B3aMMOMICHCTBHETO IIPH 3[paBH JOOPOBOJIIIH HE Ce
HaboaaBa 3HaUYMM e(PeKT BBpXY (PapMaKOKHHETHKATA Ha METHIITPE AHHA30JIOH.

3udosyoun

EnnoxpaTHH 1034 oT 1000 mg a3uTpOMMIIMH M MHOTOKpAaTHH fo3u oT 600 mg umm 1200 mg
a3UTPOMMIIMH HAMAT edeKT BbpXy IUIa3MeHaTa papMakOKMHETHKA WK ObOpeyHaTa eKCKpelys Ha
3UIOBY/THH WM HETOBHTE NIIOKYPOHHPaHU MeTaOONUTH. 1IpH NpHIoKeHHEeTO HA a3UTPOMULIUH,
o6aue, KOHIICHTpalMATa Ha GochOopIHpanus 3UOBYIHH, KOHTO € KIIMHMYHO aKTUBHUA MeTabonHT,
ce MIOBHINABA B NepH(epHATE KPHBHH MOHOHYIKJIEAPHH KICTKH. KIMHMYHATA 3HAYHMOCT Ha Ta3H
HAaXOJKa BCE Ollie € HEACHA, HO BEPOATHO MOXKE Aa OBblie IPEUMYILECTRO 3a MAIHEHTHTE.

Tepghenaoun
A3UTpoMHLIEH HAMa ePeKT BbpXyY (papMaKOKMHETHKATA Ha TepPEHAHH, IPHIOKEH Ha BCceKH 12 vaca




MpoMAHA Ha CHpACYHATa penodpu3anma (QT-uHTepBan), u3MepeHa IIpH paBHOBECHA 1034
TepdeHaTHH.

Huzanpuo
[{nsanpun ce MeTabonuzupa B yepHHs Apo6 ot eusuma CYP 3A4. Thii KaTo MaKpOJIHIHTE HHXHOUpAT

TO3H €H3HM, CHITHTCTBALIOTO NIPWIOXKEHHE Ha WH3AINPHIT MOKE Aa A0Bede 10 yAbvkasaHe Ha QT -
HHTEpBaJia, KaMEepHH apHTMHH H torsades de pointes.

Huoanozun

[Ipn cpaBHABaHe ¢ nmnanebo NpH 6 TECTOBH JIMLA, AHEBHH A03H oT 1200 mg a3sHTPOMHIMH ¢
OHAAHO3UH He Ca MOKa3alH eeKT BEpXy papMaKOKHHETHKATA HA JUIAHO3HH.

Pugpabymun

EaHOBpeMEHHOTO MPHIIOKEHHUE Ha a3UHTPOMHIMH H prdabyTHH HAMA €(DEKT BEPXY CEPYMHHTE
KOHLIEHTpALli{ Ha ABaTa JICKapCTBEHH NpoAaykTa. HeyTporneHns ce Habnionapa Ipy MallHeHTH, Ha
KOHMTO C€ npuiara ¢JHOBpEMEHHA Tepanus ¢ a3sHTpoMUIMH U pUdabytun. Brnpekn daxra, e
HEYTPOIICHUATA CE CBHP3Ba C IPIWIOKEHUETO Ha prdalbyTHH, He € YCTAHOBEHA NIPHYMHHA BPB3Ka C
KOMOMHAIMATA C A3UTPOMHIIHH.

Acmemuzon, mpuazonam, MuOazonam, arghermanui

Hama U3BECTHH JaHHH MO OTHOLICHWE Ha B3aUMOJAEHCTBHS ¢ aCTEMH30J1, TPHA301aM, MHAAA30/1aM HIH
angeHranwi. [IpenopryBa ce HOBUINEHO BHUMAHHUE TIPH € AHOBPEMEHHOTO MPHIOKEHHE Ha TE3H
JICKapCTBa C a3HTPOMULIMH, MOPajiH 3aCIUTBAHE Ha €(PEeKTHTE M.

Hnounasup

CBIIBPTCTBAIIOTO NMPHUIOKEHHE Ha €JHOKpAaTHA 1033 ot 1200 mg a3sHTPOMHIIMH HAMA CTaTHCTHYECKH
3HAYMM e(eKT BBpXY PapMakOKHHETHKATA HAa MHIUHABUD, Ipwiarad B 1o3a 800 mg Tpu IbTH THEBHO
3a 5 OHH.

Hencpunaeup

[Ipunoxenunero ga 1200 mg a3suTpoMHUIIMH KbM NOATBpKaINa fo3a Henduaaesup (750 mg 3 mpTH
AHEBHO) BoIu Ao cpedHo 16% nonmwkasare Ha AUC Ha HenduHaemp, nopuinaBade Ha AUC Ha
a3HTPOMHUIMH H Crypy ¢bC CHOTBETHO 113% 1 136%. He ¢ HeoOxoaumo kopHurupaHe Ha 103ata, HO
NalMEHTHTE TPAOBa Aa ce HabmoJaBaT 3a U3BECTHUTE HEXEJTAHH e(PEeKTH Ha a3UTPOMHEIIMH.,

4.6 BpeMEeHBOCT H KbpMeHe

bpemennocm

Hsma goctarsasHo ¥ go6pe KOHTpONHpaHH NpoyYBaHUA NMpH OpeMeHHH JkeHU. ExcriepuMeHTaIHH
NIpOyYBAaHKA IIPH XXMUBOTHY MOKA3BaT [IPpeMHHaBaHe npe3 IwianenTata. He ce HaGmoaaBar
TEpaTOr¢HHH €(pEKTH NPH peNpOAYKTUBHH NPOYUBAHUA IIPH ILTHX0BE (BIDK TOUKa 5.3).
besonacHOCTTa Ha MPIIOXKEHHETO HA AKTUBHOTO BEIIECTBO a3HTPOMMIIMH MO BpeMe Ha OpeMeHHOCT
He € noTBbpacHa. [lopagu ToBa a3HTpOMUIMH He TpAOBA 1a ce mpuiara no BpeMe Ha OpeMeHHOCT,
OCBEH B CITy4aH Ha KpaHHa HeOOXOMMOCT, KOraTo HAMa APYTH aACKBATHH aJITEPHATHBHY.

Kvpmene
A3SUTpOMHMIIVH IIpeMHUHaBa B kbpMaTa. [Io BpeMe Ha npHemMa Ha a3UTPOMHIMH KEPMEHETO TpsOBa Ja
ce MpeKpaTH, THH KaTo HE € H3BECTRO AAJIH a3sUTPOMHLIMH MMA HEXETaHH €(DeKTH BBPXY KbPMadeTo.
B13MOXHO € Aa HACTBIAT qUapws, re0MvHa HHPEKIMI Ha TUraBHLATE H CeHCHOMIH3HUpPAHE.

[IpenopruBa ce MO BpEME HA JICYCHUETO U OIIEe ABA THH Cle] npeyCTaHOBﬂBaHeTo My KbpMaTa Ja ce
u3XBEPIIA. Cref ToBa KbPMEHETO MoXe a G'bJie MOJHOBEHO. L e




4.7  EdexTn BopXy cH0COOHOCTTA 32 modupane 7 paboTa ¢ MAITHHE

HsiMa HatvyHH aHHY OTHOCHO €(€KTa Ha a3UTPOMHIMH BBPXY CHOCOOHOCTTa 3a wodHpaHe H
pabora ¢ MammuHY. HeobxoauMo e NOBMIICHO BHUMaHYE IPH N04Ba Ha HEXETaHu e(peKTH KaTo
3aMasgHOCT U KOHBYJICHH.

4.8 HexenaHu JieKApCTBEHH PeAKIHHA

Hexenanure 1eKapCTBEHH peaKMH ce JeUHHpPAT KAKTO CJIeBa;

Mmuoro gectu ( 21/10); gectu (=1/100 go < 1/10); mewectu (= 1/1 000 mo < 1/100); penxu (= 1/10
000 o < 1/1 000); muoro peaxu (< 1/10 000); ¢ HeH3BecTHA YecTOTa (HE MOXKE a4 CE ONPENEIH OT
HaNMUYHKTE JAHHH).

HpH BCAKO I'PYIHPAHE II0 YSCTOTA, HEXKCIIAHHUTC JICKAPCTBCHH peaKIHH Ce HBﬁpGﬂBaT B HA3XOOALI pen
IO OTHOLNICHHE HA TAXHATE TCHKECT. |

ChbpIeYHH HAPYIICHHSA

Peaxu: [lannuramyy, apuTMuA (BKIIFOYMTEIHO KAMEPHA TAXHKAPAHUA ).

Hannue e noreHIManeH pyuck oT yab/vKaBane Ha QT-uHTepBana u mosBa Ha torsades mnpu
Npeapas3noIoKEeHH NMALMEHTH (BIDK To4Ka 4.4).

Hapyumienus Ha KpbBOHOCHATA H TUM(DHA CHCTEMHU |
Penxu: TpomboruTonenus, XeMOMUTHIHA aHEMHUA U IPEXOAHY €ITH30H Ha JIeKa HEYTPOIEHH ce
HaOmoaaBaT B KIMHHYHH poyuBaHus. He Moxe fa ¢e yCTaHOBM NPHMYHHHA BpB3Ka ¢ ynorpebaTa Ha

A3HTPOMHIIHH.

Hapvienns Ha HepBHATa CHCTEMA
HeuecTn: 3amMasHOCT, KOHBYJICHH, IT1aB0OOIME, COMHOJICHTHOCT, MPOMSAHA B OOOHAHHETO H/HIH

BKYCa.
Penxu: [1apecte3nn, cuHkon, O€3ChbHAE, XUIIEPAKTHRHOCT.

HapvineHus Ha yXoTo ¥ J1aOUpHHTA
Penxu: 3aryba Ha ciyxa, BKIIOYMTEIHO IIyX0Ta WIIH THHHTYC ca ChOOINABaHH NPH OBITOCPOMHO

MPHIOKEHHE Ha BHCOKH J03HW a3MTPOMHLUMH 110 BpeMe Ha KIHHWIHH NpoyuBaHusd. CIy4anre, B KOUTO
€ MMAJIO AaHHM OT MOCHEBAINHM CHOOIEHMA ¢a IOKA3AIH, Ye NTO-TO/IAMATA YacT OT Te3H HeXKellaHU
NIEKAPCTBEHH Peakuuy ca obparumu.

CToMallIHO-YpeBHH HapYIIEHHUA
Yectu: 'aneHe, nospeiiade, JHAPHA, CTOMAITHO-YPEBHU CUMITIroMHA (H0mKa/KkpaMnu).

Heuectu: MHOro BOAHHCTH H3IpAKHEHUS (BCISACTBHE HA HEUECTO ASXHApATHPAHE Ha CHCTEMATA),
pnaTyneHums, XpaHOCMHIIATESTHY HapyHICHHA.

Penxu: 3anek, npoMsHa B IBETA Ha €3HKa, TaHKpeaTHT. CHoOIIeHH ca ClTydaHd Ha IIPOMAHA B I[BETA HA
350UTE B CITyJaHd Ha riceRaoMeMOpaHO3€eH KOJTHT.

Hapyimenus Ha 6b0pelMTe ¥ MUKOYHUTE MBTHINA
Peaxy: UnTepcTHMancH HeQPUT, ocTpa OLOpeYHa HeJOCTATHYHOCT.

HapyiueHHs Ha KOXATa M NOAKOKHATA THKaH
HedecTn: Aneprauas peaxiiuy, BKIIOUYHATEIHO KO)KeH OOpHB M ¢




Penku: AleprudHy peakuuH, BKIIOYHTEIHO AHTHOEAEM, YPTHKAapHs, GoTouyBCTBHTENHOCT. CEpHO3ZHH
KOMKHH PEaKIHH KaTo epHTeMa MyITH(OpME, CHHIPOM Ha Stevens-Johnson 1 TOxCHYHA eNHAEPMATHA
HeKpOJIu3a.

HapvieHnnsa Ha MyCKVYJIHO-CKEJIETHATA CHCTEMA 1 CHeIHHHTCIIHATA THKAH
HeuecTn: ApTpanrus.

HapyimeHus Ha MeTaboIM3Ma U XPAaHEHETO

HeuecTn: AHOpeKcHs.

Hudexiyy ¥ napasuTosn
Heuyectu: BarvHur.

Penxu: Kannuauasa.

CbO0BH HapyHIEHUS
Penxu: XunotoHus.

O6my HapymeHusa ¥ ¢PeKTH Ha MACTOTO HA IPUIOKCHHE
Penku: AcreHns, ymMopa, Hepa3moJoKeHHe.,

HapyuieHys Ha AMYHHATA CHCTEMA
Penxu: Anadunakcus, BKIIIOUHTENHO eneM (paaxo dataneH) (Bibk Touka 4.4).

XenaToOUIMapHy HapYIICHUS

Penxu: ITpoMeHeHa YepHoapoOHa QYHKIMA, BKIIOYMTENHO XEMATHT U XOJIECTaTHYHA JKEJITCHULA Ca
CBHOOLIaBaHH, CBIIC TaKa PeAKH CIy4ad Ha YepHOAPOOHA HEKpOo3a H HEJOCTATHEYHOCT, KOHTO B  PeIKH
CJIy4aM BOAAT JO daTajieH U3Xo[.

IICHMXHYHH HapYIIEHHS
Penxu: ArpecHBHM peakuui, 6€3NOKOHCTRO, TPEBOXKHOCT, HEPBHOCT, JeNepCOHAIM3AIUS, IIPH T10-

BB3paCTHH MallUEHTH MOXKE Ja HACTBIIM AEIHUD.
4.9 IIpenozapane

CUMIITOMHTE, KOMTO HACTHIBAT MPH MO-BHCOKH OT NPEHNOPHYBAHKUTE JO3H Ca €JHAKBU C M3BECTHUTE
He)KeNaHU JICKAPCTBEHM PeaKUMM Ha HOPMAJIHATA 03a. XapaKTepHHTE CHMITTOMH Ha NIPEO3HPaHe C
MaKpOJIHAHHY aHTHOMOTHIM ca: oOpaTHMa 3ary0a Ha CiTyXa, H3pa3eHO raJeHe, MOBPhINaHe H AHAPHI.
B ciydadTe Ha Npeao3UpaHe ca NOKa3aHU CTOMAIHA [IPOMUBKA U 0OLIH NOAAEPKAIIHA MEPKH.

5. ®APMAKOJIOI'MYHHA CBOUCTBA
5.1 PapMaAKOZHHAMHEYIHE CBOHCTBA
OO0mu cBolicTBa

dapMaKkOTepanesTHYHA IPYyNa; AHTHOAKTEPHAIHH CPEACTSA 38 CHCTEMHO l'IpH.l'IG}KBHHe MaKpOJIHY;
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Mexanu3eM Ha JeHCTBHE




A3UTPOMHIIMH € a3aJIMA, IOAKTAC Ha MaKPOJMAHUTe aHTHOMOTHIH. TTocpeacTBOM cBBp3BaHe ¢ 50S-
cybeauHuuaTa Ha puGO30MHUTE, A3HTPOMHIIHH NPEAOTBPATABA TPAHCIIOKAIHATA HA NEITHAHH BEPHTH
OT eiHaTa CTpaHa Ha pH6o30MaTa KbM Apyrata. B pesyirrar ce npenorsparssa PHK-3aBucuMara
NPOTEHHOBA CHHTE3a IIPU YyBCTBUTEIIHUTE OPraHH3MH.

Bpni3ka OK/DJ]
3a asurpomutH AUC/MIC e ocrosamna OK/®JT napamersp, Kolto Hait-1o6pe xopesupa ¢

€(PUKACHOCTTa Ha a3HTPOMHITHH.

MexaHN3bM Ha PE3HCTEHTHOCT |
Pe3ncTeHTHOCTT2 KM a3UTPOMHIIMH MOXeE 11a 6b€ yHaceieHa Wik mpuaoGuTa. Hamue ca Tpu

TIABHA MEXaHM3MA Ha Pe3HCTCHTHOCT IPH HakTepHHTE: NPOMAHA HA MPHIIETHOTO MACTO, IPOMAHA Ha
AHTHOHOTUMHHSA TPAHCIIOPT H MOAU(HIIMpaHE Ha aHTHOMOTHKA.

IIsMHa XpBCTOCAHA PESUCTEHTHOCT CHILECTBYRA HPH Streptococcus pneumoniae, 6eTa-XeMONTHTHYEH
CTPENITOKOK OT rpyna A, Enterococcus faecalis v Staphylococcus aureus, BKIDOUHTEIHO METHLMIIHH
pe3ucTeHTHH S. aureus (MRSA) cripAMo €pUTPOMMULIMH, a3UTPOMHULIHH, APYTH MaKpOJIHAH U
JTAHKO3aMHHH.

I'panAOHE HA YYBCTBHTEJTHOCT

CerinacHo CLSI (Clinical and Laboratory Standards Institute) ca nedunMpalu cneaHUTe MPaHUIME HA

YYBCTBUTEIHOCT 34 a3HTPOMHIIMH:

- - YyBCTBUTENECH <2 pg/ml; pesucrenTen =8 pg/ml

-~ Haemophilus spp.: ayBcTBUTENIeH <4 png/ml

- Streptococcus pneumoniae W Streptococcus pyogenes: 9yBcTBuTeNeH <(0.5 pg/ml;
PE3UCTEHTEH =2 pg/ml.

HyBCTBATEJIHOCT

Yecrorara Ha npuAOOHTATa PE3UCTEHTHOCT MOJKE Aa Bapupa reorpad)CKH H BBB BPEMETO MPH H30paHH
BUJIOBE U € JKEJATETHO Aa C€ MTOIYYH MeCcTHA MHQOpMaLMA 3a YYBCTBUTEIHOCTTA, OCOOEHO B
CJIydauTe Ha JJeYeHHE Ha TEXKH HHpekuuy. [Ipyu HeobxonquMocT TpsaORa Aa ce MOTHPCH CHBET OT
CKCIIePT, KOraTo MeCTHATa Ye€CTOTa HAa PE3HCTEHTHOCT € TAKABA, Y€ MOJI3aTa OT NpEenapara IpH HAKOH
OT MHPEKIMHTE € O] BHIPOC.

IlaToreHH, NpH XOHTO PE3UCTEHTHOCTTA MOXKeE J1a Obae MpobeM: 4eCTOTaTa Ha PE3UCTEHTHOCTTA €
paBHa WiH no-roaaMa ot 10% B noHe enna gppkasa ot EBponelickaTa oOIIHOCT.

Tabmuia 3a YyBCTBHTENHOCT

O6nuaiino 9YBCTBHTEJIRH BHAOBE

AepobHm ' paM-HeraTHBHM MHKpOOPTraHH3MH
Haemophilus influenzae* |
Moraxella catarrhalis*

Neisseria gonorrhoeae

Jpyri MUKpOOpIraHu3MH
Chlamydophila pneumoniae
Chlamydia trachomatis
Legionella pneumophila

Mpycobacterium avium

Mycoplasma pneumonia*




BHj10B¢, IPH KOHTO NPHXOGHTATA Pe3HCTEHTHOCT MOXKE A MpeAcTAB/IgBa
_npobJjem
Aepobun T'paM-IO3UTHBHM MHKpPOOPTaHH3MH
Staphylococcus aureus™
Streptococcus agalactiae
Streptococcus pneumoniae™
Streptococcus pyogenes™
Hpyrd MHKpOOpraHn3MH
Ureaplasma urealyticum
MHKPOOPraHH3MH ¢ YHAC/IEAEHA PE3HCTEHTHOCT
Staphylococcus aureus ~ METHIWIMH PE3ACTEHTHH ¥ €PHTPOMHUIIMH PE3HCTEHTHH
LIAMOBE
Streptococcus pneumoniae — ICHALWIHH PE3UCTCHTHH 1IIAMOBE
Escherichia coli
Pseudomonas aeruginosa
Klebsiella spp.

* Knunnynara eeKTUBHOCT ce I€MOHCTPHPA MOCPEACTEOM YyBCTBHTEIHN H30IHPaHH
MHKpPOOPraHM3MHU IIPH 0X00PECHM KIIMHHYHH MMOKA3aHHS.

5.2 tliapmm;onnﬂe'mqﬂn cBOlHcTBA

Abcopbyus
BHOHAHMYHOCTTA Ha a3HTPOMHLIMH C/IE NEPOPAIHO TIPHIOKEHHE € IPHOAH3HTENHO 37%.
MakcHMalHM IU1a3MEHH HHBA C€ JOCTHraT 2-3 yaca ciie/] prueMa Ha JIEKAPCTBEHHA MIPOIYKT.

Paznpedenenue

Cliel nepopannHo NPHIOKEHHE a3UTPOMHIMH CE pasnpeelis B I0To TU10. PapMaKOKHHETHYHHTE
NpOyYBaHWA ACHO ITOKa3BaT NO-BUCOKH HUBA HAa A3UTPOMHLUMH B TEKAHHMTE B CpaBHEHHME ¢ IJIa3MaTa
(mo 50 meTH Han MaKCHMMaJTHHTE KOHIIEHTPAIIMH B IUIa3Mara). ToBa I0Ka3Ba, 4e BEWECTBOTO C€
CBBpP3Ba B THBKAHUTE B 3HAYUATCIIHH KOJHYECTBRA. |

KouneHrpanuure B HHGEKTHPaHW ThKaHM KaTo Oem Apo0oBe, CIMBUIIM H NPOCTATa Ca IO-BUCOKH OT
MRC90 na Haii-uecTo HabmonaBaHHTe [TATOreHH clie] €MHOKpaTHa No3a oT 500 mg.

CBBP3BAHETO CBC CEPYMHHTE NMPOTEHHH Ha a3HTPOMHLIMH € BapHaOmIIHO ¥ BapHpa B 3aBHCUMOCT OT
CepyMHAaTa KOHUEHTpauus ot 52% npu 0,05 mg/l no 12% npu 0,5 mg/L. PaBHoBech obem Ha
pasnpeaencaue e 31,1 kg,

Enumunupane

KpalHUAT IU1a3MEH HONMY>KHBOT Ha EIMMHHHPAHE CIICABA TIOMY?KHBOTA Ha TPKAHHO M3YEPIIBAHE OT 2
0 4 OHM.

[IpubmuzuTenHo 12% OT HHTPaBEHO3HO HMPWIOKEHATA 4032 A3HTPOMHIIMH 34 NEPHOL OT 3 IHH Ce
EKCKpeTHpa HEMPOMECHEH ¢ YpHHaTa. BUCOKK KOHLICHTpaLMH HENPOMEHEH a3SHTPOMHIMH ca
YCTaHOBEHM B AUTBYKATa MPH Xopa. B Hed ¢pII0 Taka ce OTKpHBaT AeceT MeTaboIHTa (OMyUeHH NIpH
N- 1 O- ne3MeTHIIHpaHe, NPY XHAPOKCUINPAHE Ha IE303aMUH U aTTTAKOHOBHTE IIPBCTEHH U NPH
paslienBaHe Ha KIaJUMHO3HHTE KOHIoraTH). CpaBHEHHE HA T€UHa XpoMaTorpadis ¥ METOH 3a
MHKpOOHOJIONMYHA OLIEHKA IOKa3Ba, Y€ Te3H MeTabOIUTH ca MUKPOOHOIIOrHYHO HEAKTHBHH.

B >XHBOTHHCKH MOJI€]l BHCOKH KOHUEHTPALUH a3UTPOMHIIMH C€ YCTAHOBABAT BBB aronyrute. Chio
TaKa € NI0Ka3aHo, Ye NPH aKTUBHA (parolMrosa ce 0cBOGOXKAABAT M0-BHCOKH KOHLICHTpaLMH
a3UTPOMMIIMH B CPaBHCHHE C HEAaKTHBHaTa aromyrosa. B skHBOTHHCKH MGEETF— I \IIQIH.BEH{) e
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PapMaKOKHHETHKA IPH COCLHATTHH ITOMYIAHA

bvbpeuna nedocmamuvunocm

Cnex eAHOKpaTHA 003a a3UTPOMHUIMH 0T 1 g, cpenuure Copyy M1 AUC. 120 C€ HOBHIIABAT CHC CHOTBETHO
5,1% wu 4,2%, npu 14112 ¢ JIeKo A0 yMepeHo 0B0pevHo yBpexkaaHe (CKOpOoCT Ha roMepyJHaTa
¢bunTpaua 10-80 ml/min) B cpaBHeHHe HopManHaTa 0s0peuna ¢pynkuma (CI'® > 80 ml/min). fpu
nHlla ¢ Texkko 610peuHo yBpexaane, cpeaHuTe Cpay 1 AUC, (5 e moBHIMaBaT ¢uC CHOTBETHO 61% H
35% B cpaBHeHME C HOpMaTa.

Ueproopobna nedocmamvurnocm

[Ipu nanueHTH ¢ JEKO [0 YMEPEHO YepHOAPOOHO YBpeXKAaHe HAMA JaHHY 34 W3pPa3€HO U3MCHCHHE Ha
cepyMHaTa (papMaKOKMHETHKA Ha a3SHTPOMHLMH B CpaBHEHUE C HOPMAJIHATA YepPHOAPOOHA PyHKUKA.
[1IpH Te3H ALMEHTH U3TTICKA ce YBelN4aBa YPHHHATA €KCKpeLMs Ha a3HTPOMHMIHH C 11l Aa Ce
KOMITEHCHpa peayLIHpaHks YepHOApOoOEeH KIMPEHHC.

Ilayuenmu 6 nanpeonana ev3pacm

dapMaxOKHHETHKATa Ha a3HTPOMHMLIMH MPU MBXKE B HalpeIHalla Bb3pacT € CXOAHA C Ta3H NpH MJIaJH
BB3PACTHM; NPH >KE€HH B HAllpeHAIA BB3PAacT, 0bave, BBIIPEKH 4e ce HaGMOAaBaT MO-BUCOKH
MaKCHMAaJTHH TN1a3MeHH KOHLIeHTpauuH (rtosuieHu ¢ 30-50%), He HacThIIBA 3HAYHMO KyMyJIHpaHe.

Hosopodenu, manxu deya, oeya u noopacmeayu

dapMaKOKHHETHKATA € TIPOYYEHa NPH ACLa Ha BB3pacT 4 Mecela — 15 roaMHy, KOMTO MpHeMaT
KaICyiIH, Tpanyay win cycnensus. Ilpu 10 mg/kg Ha mppBHA AeH nocneaAsaHH oT 5 mg/kg B THUATE OT
BTOPH 1O NETH, NO0CTHIHaTaTa Cppx ©€ MAJIKO NO-HUCKA OT Ta34 NpH BB3pacTHHTE ¢ 224 ug/l pu nena
Ha Bp3pacT 0,6-5 roounu | ciieql 3 AHeBHO Ao3upane U 383 ug/l mpu Te3u Ha BB3pacT 6-15 roAuHM. t,
oT 36 h npu no-roseMuTe Aella € B OYaKBaHUA AMANa3oH 32 BE3PacTHH.

5.3 IpeaAxTHHAYHA JAHHH 32 Ge3omacHOCT

ITpy M3NUTBaHKA C )KMBOTHY, B KOUTO IIPHIIATAHHUTE AO3H KOCTHraT 10 40 MbTH KIHHWYHHTE
T€paneBTHYHH J03H € YCTAHOBEHO, Y€ a3UTPOMHLMH NpHIKHAB2 00paTiMa GocdonHnumo3a, HO Mo
MPaBH/IO HE ¢e HaOMONaBaT HCTHHCKH TOKCHKOJIOTHYHH MOCAEACTBHA, KOUTO J1a C& aCOLMHPAT C TOBA.
3HaurMOCTTa Ha T€3W JAHHH 3a XOpaTa, oJy4aBally a3UTPOMHIIMH B CHOTBETCTBHE C IPEMIOPBKUTE,
HE € U3BECTHA.

EnekTpohH3HOIOrMHHH M3C/IEABAHAS TOKA3BAT, 4¢ a3MTPOMHULMH YAbbkasa QT-HHTepBana.

Mymazenen nomenyuan:
Hsma gaHHH 32 MOTEHIMAIHHA TeHETHYHH H XPOMO30MHHM MYTAllUM B inl VIVO H in Vitro TECTOBHTE
MOJAEIIH.

Penpooyxmuena moxcuunocm:

B npoyuBaHus 3a eMOPHOTOKCHHMHOCT ITPH MHIIKHM M ILTBXOBE HE ce HAOMONaBaT TepaToreHHH
edektu. [IpH rurpxoBe no3u Ha asuTpoMHuMH oT 100 1 200 mg/kg TenmecHO Ter10/IHEBHO BOAAT A0
TEKO HM3pa3eHa peTapAauMs Ha ocudHKauaTa Ha peTyca M Ha MalYMHOTO HagKaBaHe Ha Terno. Iipu
epH-/IOCTHATAIIHU NPOyYBaHUA NpH ILTEXO0BE, ¢¢ HAbMOMaBa JIEKO H3pa3eHa PETapAaLUs BB
(pH3HYECKOTO pa3BUTHE U 3a0aBsiHe B Pa3BUTHETO Ha peduiekcure cien jteueHue ¢ 5O mg/kg/nHeBHO
I0-BHCOKA 1033 A3HTPOMHLIMH.

6. GAPMAIEBTHYHHA JAHHU




6.1 CoHchbK BA IOMOIIHHTE BeIMecTBA

3axapo3a

KcaHTaHOBa ryma
XUIPOKCUIIPOIMHILEITYJI03a

Tpunarpuer ¢ocdar, 6e380aeH
CuwiHiMeB JUOKCHI, KOJIOHIEH Oe3B0eH
Acniaptam (E951)

ApoMar Ha KpeM KapaMen

Twuranos auoxcun (E171)

6.2 HechbBMECTAMOCTH
Henpuinoxumo.
6.3 Cpok Ha rogsocrt

TIpax 3a mepopajiHa CycneH3us: 24 Mecelia.
I'oToBa CycnieH3uA: 5 OHH.

64  CnenpanHm ycJ0BHS HA ChXpaRHEHHe

[Ipax 3a nepopanna cycnensus: [{a ce cbxpaHiaBa npy Temneparypa nox 30 °C.
I"'oToBa cycrnien3us: Jla ce cxxpaHsapa npu Temneparypa nof 25 °C,

6.5 JIaHHH 32 OMAKOBKATA

HDPE 6yrunku ¢ PP/PE kanauka, 3alquTeHa OT OTBapsAHE OT Hella, ChC 3abpaKall IIPBECTEH.
PE/PP-no3upama crnpuHuoBka (10 ml), rpagyupana npe3 nenenns ot 0,25 ml.

Craspxkanue Ha Oyrunkara ciep pasrBapane: 20 ml (400 mg).

He BcHYKH BHJIOBE ONMAKOBKK MOTaT Ja ObJaT ImycHATH B ipofaxda.

6.6 CnenrajHHu npeAna3Hd MePKH OPH H3XBLPJIsSHE H padoTa

[IpuroTesHe Ha CyCNCH3HATA:

Jlexo pasknarere cyxust npax. [Ipubasere 10,0 mi Bosa KbM Ipaxa.

Pasknarere nobpe, JOKATO ce noayud 0f1a a0 Oene3HUKaBa XOMOreHHa cycnieHsua. 11pu

NpHIOKEHHE, afanTepa Ha CIPUHIIOBKATa TpAOBa Aa O/e NOCTaBEH Ha FBPJIOTO HA OyTUNKaTa H
KanaukaTta TpaOBa ga ¢ OTBOPH.

7. NPHTEXATEJ HA PAZPEHIEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovskova 57, 1000 Ljubljana
CrnoBeHus

8. HOMEP(A) HA PASPENNIEHHETO 3A YIIOTPEDBA




9. IJATA HA IThPBO PAZPEHIABAHE/IIOAHO
YIIOTPEDBA

10 TATA HA AKTYAJIM3UPAHE HA TEKCTA

OxromspH 2008

BABAHE HA PASPEIIEHHUETO 3A
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