KPATKA XAPAKTEPUCTHKA HA POJYKTA oo

 W3NTBRRNTENHA AFEHHWH no HEKRPCTBATA

{ Kpamea xapakmepucmukg Ha npogyﬁma ﬂpuﬂomﬁua 1

1. HME HA TEKAPCTBEHHS ITPOAYKT i - -

Kot Pez. 2 oo QB0 R
[{e¢ann 250 mg/5 ml npax 3a nepopanHa CycrieH3Hs
CEFZIL 250 mg/5 ml powder for oral suspension PaspewsHue Ne BG(M(L’( ....... "j ...... / 5?5;1/

Lled3nn npax 3a nepopanua cycnedzus cbabpixa cefprozil (uednpo’un). exsupanenTed Ha
250 mg Ge3poaeH uednpozun 3a 5 ml npuroTseHa CyCneH3us.

34 TbJIHUA CTTUCHK HA MOMOUWHHUTE BELWECTBA BUKTE ToUKa 6. (.
3. JEKAPCTBEHA ®OPMA

[Tpax 3a nepopanHa CyclieH3HA.

4. KJIMHHYHU TAHHH

4.1, TepaneBTHUHR NOKAZAHNA

{edann e nokasaH 3a fedyeHHE HA MALHEHTH CbC CASAHHTE HHGPEKUHH, MPUYHUHEHH OT
HYBCTBATENHY KbM Uednposun SakTepuw.

¢ HHgexunn Ha rOpHHUTE AMXATEIHA NBTUILA BKIIKYBALIH, PAPHHIUT, TOH3HIHT H CHHY3HT.
e Hudexuuu Ha nOAHUTE AMXATEAHN BTHLA, BKIKOYBALY OPOHXHUT U MHEBMOHUS.
e HeycnoxkHeHH HHEKLHMN Ha KOXATa U MCKHTE ThKaHH,
3ABEJIEXKA: AbcuecHte 0OMKHOBEHO U3HCKBAT XUPYPruyeH APEeHakK.
¢ HeycnoxHenu MHPEKUKUH Ha NTUKOUYHWTE ITBTHILE, BKAKOUBANIN OCTLP UHCTHT.
» (OCTbp CpeleH OTHT.
Heobxoaumo e aa ce MMar npeiBua ohrdUNATHHTE MPENOPLKH 3a MNOAXOASLI0 W3NON3BAHE HA
AHTHOMOTUUM.

4.2. J1o3MpoBKa U HAYHH HA NIPHIOCKEHHE

Lied3un Moxke aa ce npuema ¢ naun De3 xpaHa. XpaHaTa He OKa3Ba BIHAHME BbPXY CTEMEHTA HA
abcopbums.

gO‘JH POBR2

BovipacTad v aena nag 12 roxuHyu — noAXo4a100 € HINOT3BAHETO Ha Liedsnn TabieTku.
Llesun ce npunara nepopanHo npu JeucHHe HA HHPEKUHM [PHYNHEHH OT 4YYBCTBUTENHH
OaKTepHH B CieAHUTE J03H™:

Hugekunu Ha rOpHHTE AUXATEIHH IbTHUIA 500 mg nva 24 vaca
CUHY3UTH 250 - 500 mg na 12 yaca
HH(peKkuHH HA AONTHUTE ARXATENHH NBTHUIA 500 mg Ha 12 yaca

HeycnoxHeHn HHPEKUNH HA NMUKOYHHTE mbTHLLA 500 mg Ha 24 vaca

02.10 mn

2. KAYECTBEH H KOTHYECTBEH CBHCTAB - Ogoﬁpeuua Ne .,,,..." ......................
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MHdekUHH Ha KOKATA 1 MEKNTE ThKaHu 250 mg Ha 12 vaca unu
500 mg Ha 24 vaca
*Mpu AeqeHne Ha B-XEMONUTUMHH CTPENTOKOKOBH MH(PEKLUHN, TepaneBTHYHH no3u Lledsun ce
npuaarar Hai-Manko 3a 10 aumu.
CranjapTHaTta aHTHOHOTHYHA Tepannsa npoabkasa Mexay 7 v 10 ann.

buOpeuHo HapymeHue:

Lledbnposun moxe aa ce npunara npu SoiHH ¢ yBpeaeHa 6bwOpeyHa dyukuna. He e HeoGxoanma
71030Ba KOPEKUMA NpH CTOHHOCTH Ha KpPEaTHHHHOBHA KAWpbHC > 30 ml/min. Mpn Gonnu ¢
KpeaTHHUHOB kKanpbHe < 30 ml/min, caea npunoxkenne Ha mbpeaTa cTaHaapTHa ao3a, 50% ot
cneaBaulaTa CTanjapTHa J03a Ce [JaBa B HOPMA/HWTE [1030BH HHTepBaan. Llebnposua ce
OTCTPaHABA HAaCTUUYHO 4pe3 XeMOoInanu3a; Nopaal TOBAa ¢e Mmpuiara cliea NpHKIYBaHe HAa
XeMOAUann3aTa.

HepuoapoOGHO RapyLIeHHE:
He ce n3nckea 1030Ba KOpPEKLHUA NPH DOJIHK C yBpeAeHa 4epHOApoOHa (YHKLHS.

IleanaTpuuna nonyaanus

B kauHW4HH npoyueanusd, Lledsun e npunaraH Ha neanaTpuyHu NAUMEHTH. KOWTO ¢4 OWMH Ha
Bb3pACT Hal-Ma/IKo 6 mecena.

Lledsun tabneTku He e noaxoasut 3a ynorpeba npu aeua. INpu neua tpabea na ce vsnoa3ea
Hedsua nepopanHa cycneusns.

[1pn cpeaen oTuT, npernopbuBaHata go3a Lledsun e 15 mg/kg, npunarana va Bcexu 12 yaca.

[MpH HHPEKUHUH HA TOPHHTE ANXATENHH TbTHLLA, PAPHHIHT WK TOH3HIMT, NPenopb4BaHaTa 103a
Lledaun e 20 mg/kg Beanbk aHerHo unu 15 mg/kg/nen, pasnenena Ha jee paBuu jao3u. Flpu
CUHY3UT, [penopbyuBakara Ao3a ¢ 7,3 mg/kg no 15 mg/kg, npunarana va Bcexkn 12 uvaca,

[lpy HeyCnokHeHH HHPEKLMH HA KOKaTa M KOKHHTE CTPYKTYpH ce npenopbusar 20 mg/kg
BEAHDB®K JHEBHO,

MakcumanHaTa AeTcka AHEBHA 103a He TpA(GBa [a HAABHIUABA MAKCHMANHATA NPenopbuBaHA
AHEBHA J03a OpH Bb3pactHH. [IpH neueHue Ha [-XEMONUTHYHH CTPENTOKOKOBH HH(IEKLHH,

TepaneBTU4HH N031 Lledzun ce npunarar 3a 10 quu*

*cTanaapTHaTa anTUOHOTHYHA Tepanug npoabixkaea Mexay 7 u 10 auu.

be3zonacHocTTa U edieKTHBHOCTTA NPH AgUA M0J 6 MECEA HE € YCTAaHOBEHA.

4.3. [MIpoTuBONOKA3aAHUS

Lledsun € npoTueonokazad npH HONHH CbC CBPBXYYBCTBHTENHOCT KbM aKTHBHATA CbCTABKA HAW

KbM HSKOE OT NOMOWHHTE BewecTBa. OCBEH TOBA € MNPOTHBOMOKA3AH NpPH MALUHEHTH ChC
CBPbXUYBCTBUTENHOCT KbM AaHTHOMOTHUM OT KNlaca Ha uedanocnopHHHUTE.

4.4, CrendajHu npeaynpeXAeHNUA U NPeaNa3HA MepKH NPH ynorpeda

IIpean 3amouBade Ha Tepanud ¢ Lleg3un ¢ HeoOX0AHMO BHHMATE/JHO pa3NHTBAHE HA

-------

00/IHHA 32 NpeaX0o:KZALIH PEAKUHH HA CBPBYYBCTBHTEJIHOCT KbM uedal
NeHHIHAHHHE HIH APYTH J€KaPCTRA.

AKO TO3H AHTHOHOTHK C€ NPHJICKH HA NEHHIHIHH-9YBCTBHTEIHH NALHEHT
¢ BHHMAHHE NMOPAAH KPBCTOCAHA YYBCTBHTENRHOCT MekAY OeTa-IAKTAMHHT




KOATO ¢ A00pe AOKyMeHTHpaHa H ce HaOmwoaasa npu 10% or OonHHTE ¢ JAHHH 32
NeHHUNIHHOBA aneprid. AKO HACTBOH aXepru4yHa peaxvuun koM Weding, aedennero ce
ApeKbeBa. TeXKKH OCTPH PeaKIHH HA CBPLXYYBCTBHTEIHOCT HIHCKBAT CHOLIUIHO JIeHeHHE,

Huapua, cebp3ana ¢ Clostridium difficile (CDAD), e noknazsana npy ynotpedata Ha NouTH
BCHYKH aHTHOAKTEPHANIHH CPEACTBA, BKAOUUTENHO H Lledsun, H MOXe Ja Bapupa Mo CepHO3HOCT
OT neka anapus 10 dataned konut. CDAD Tpsbsa Aa ce 00CHAM NPH BCHYKH NALMEHTH, KOWTO
Pa3BMBAT JWapHA BCAEACTBHE Ha ynoTpeda Ha aHTHOMOTHLH. HeodXoaMMo € BHHMATENHOTO
CHEMAaHe HA aHaMHe3a, TbH Karo ¢ aoknajasaHa nospa Ha CDAD noseue oT ABAa MECeua cies
[MPUIIOHKEHHETO Ha aHTHOakTepHannn cpeactea. Ako CDAD ce noao3npa M ce NMOTBBLPAM,
MOKE Ja C& HaNOkKW NpeKpaTABAHETO HA €AHOBpeMeHHaTa ynoTpeba Ha aHTHOHOTHLH, KOMTO HE
ca HacoueHu cpewy C. difficile.

Obitara aresna jo03a Lledsun tpadbsa na ce Hamanu npu 600HH ¢ Tekka ObOpeyHa auchyHKUUS

(KpeaTHHHHOB KAWpbHe <30 ml/min) nopaad BHCOKHTE W/WAM MPOALMKHTENHH [JIA3MEHH
KOHUEHTPAllMW HAa aHTHOHOTHKA B CPABHEHHE ¢ HOpPManHuTe cToiiHOCTH. Lledanocnopunure, B
ToBa yucno Lledzun, Tpadsa aa ce npunarar ¢ BHHMaHKe npH OONHH, NONYYABALH CbNBTCTBALLO
NEYEHHE C MOLIIHW ANYPETHLH, Tbi KATO Ce MOAO3HPa, Ye Te3H BellecTRa Baolwasar ObOpeyHara
GOYHKLHA.

[TpoabnkuTenHoTo uinon3Bade Ha Lledsun Moxke na nosene no pasBUBaHE HA PE3UCTEHTHH
DaxTepyandu wamose. OcobeHo BakHO e DonHuA Ja Obae noa HabmoAcHWE, AKO 1O BPEME Ha
NMEYEHUETO HACTBIH cCynepHHpeKkUMA, TpaOBa 1a ce B3eMaT CLOTBETHHUTE MEPKH,

HoknageaH e nonokurened JupekteH Tect Ha Coombs o BpeMe Ha neyeduwe ¢
Le}panocnopuHoBY aHTHOUTOTHLH.

IlanueHTH ¢ peHNAKReTOHYPHS
[{ed3nn 3a nepopanHa CyCMEH3HWA ChALPKA acnapraM - W3TOYHHK Ha (deHnnanaHud (28 mg
deHunanaduH Ha 5 ml).

Lied3nn 3a mepopanHa cycrieH3ums cbAbpka 3axapo3a. [laUHeHTH ¢ psAaKa HAcleICTBEHa
(PpPYKTO3HA HENOHOCHUMOCT, [IOKO30-ranakTozna manadcopOuusa HAN CYKPO3O-U30MATTa3ZHA
HEJO0CTaTbYHOCT He TPAOBa Ja MPUEMAT TO3H JIEKAPCTBEH MPOAYKT.

Lled3un 3a nepopanHa CycneH3usa ChAbpXkKaA ouseTHTeNeH areHT CwHeeT xbiato (E110), koeto
MOXKE Aa NpeaU3BUKA anepriiHi peakilHu.

IleanraTpryHa nonyaangus
He ca yctaHoBeHH 0€30NacHOCTTa H e(PEKTHBHOCTTA MPH NeJHATPHYHH NTAUHEHTH Ha Bb3pacT
rnoja 6 meceua.

4.5, BianmoaelicTene ¢ OpYrH JeKAPCTBEHH HPOIAVKTH H JApyrH ¢opvmu  Ha
B3aHMO/ACHCTBHE

EdeKkTH Ha Ipyru JeKkapeTBa BbPXY Hednpo3n
JloknanBaHa ¢ yBenuqeHa HE(PPOTOKCHUHOCT  ¢Nea  €1HOBPEMEHHO MNpHJiaraHe Ha
AMUHOIIMKO3HAHH aHTHOHOTHLUH H UePANOCNIOPHHOBH AHTHOHOTHLH.

EanoBpeMeHHO Npinarane Ha npodeHeuna yapossa naowra noa kpusara (AUC) 3a uedpnpozus. -
s
BiaumoaelicTBHSA ¢ HeKaPCTBA/IA00PATOPHH HiCAEABAHUS
L{edanocnopuHoBruTe aHTHOMOTHLIK MOraT Aa faoBejaaT A0 (anuuBo OOIMKHTENH
rOKo3a B ypHMHaTa ¢ MeleH pelykra3seH TecT (Benedict wnu Fehling pastsopu




TadNETKN), HO HE € EH3IMMEH TEeCT 3a [VIIOKO3YPHS (I[NOKO300KCHAa3eH TecT). daniuuso
OTPHLATENHA peakuHa MOXe Aa ce HadnoaaBa npH depHUHAHLIHUA TECT 33 [KKO3a B KPLBTA.
Hanuunero Ha uenpos3ui B KpbBTa HE BOAH 10 B3aHMOJEHCTBHE ¢ MeTOJa 3a H3IC/IeBaHe Ha
KpeaTHHHH B IJ1a3Ma U YPHHA C alIKaleH NHKPaT.

Kakro v npu apyru uedanocnopiuu, epuKacHOCTTa HA NEPOPATTHUTE KOHTPALENTHBH MOKEe 1a
Obae NOHHKEHA NPH eNHOBpeMeHHOTO NpHnokewue ¢ Lledsnn. Mo Bpeme Ha neuerue ¢ Lledsun
TpaOBa 1a ce B3eMaT JONBJIHHTENHH MEPKU 33 KOHTPALEMLHA.

4.6. PepTHIHTET, OPEMEHHOCT H KLPMEHE

bpemennoct

HamMa jpaHHH 3a yBpeaaaHe Ha ¢eTyca OT USPNPO3HI MOHOXHAPAT MAPH MPOY4YBAHHA HA
PENPOAYKTHBHOCTTA, NPOBEAEHH NPH 3aliun, MUILIKH W TUTbXOBEB N03H ¢boTBeTHO (0,8, 8,5 1 18,5
MbTH MaKCHMANHHTE AHEBHH A03u npu xopa (1000 mg)., OCHOBAHM HA TeNeCHAa MOBBLPXHOCT
(mg/m’). OGaue He ca NpoBeXAAHH aNeKBaTHH U Z0Ope-KOHTPONHPaHH NpPOYYBAHHS NpH
OpemeHHH *eHn. [lopagu ToRa, Ye MPOyYBAHHATA NPY KMBOTHH HE €A NOKA3ATE/HH 33 XOpara,

TOBa JICKAPCTBO Tpﬂﬁﬂﬂ Ad & HU3N0J3BA 10 BpeME HaA GPE‘MEHHOCT, CaAMO dKO ACHO W TOYHO ©
ONpeaAc/icHa Y ATa OT HETO.

KbpmeHe
[lo-manko ot 0.3% oT ao3ara, npuiaockeHa Ha Mallka kKbpMadvka, C& eKCKpeTHpa B KbpMarTa.
Heobxoaumo € noBHIIEHO BHUMaHHe, koraTto Lled3nn ce mpunara B NEPHO Ha KbpPMEHE,

4.7. EdexTn BEpXy cnocoOHOCTTA 32 IogHpaHe H paboTa ¢ MAILEHHH

He ca npoBexxaanu nmpoyqsaHus Ha edexkTHTE BLPXY cnocoOHOCTTA 32 wodupane u paboTa ¢
MailHHH.

4.8. HexeNnaHH JIEKAPCTBEHH PeAKHHHK

Hexenanure nekapcTBEHH peakLMH OpH Uehnpo3ui ca noAodHH Ha OHE3d, HAONIOAABAHN NPH
APYrH UedanocrnopHHu 3a nepopanHo npuiamkenne, Llegnposnn oGukHoBeHo ce noHacs nobpe
NpH  KOHTPOMHPaHH  KIHHHYHKM  U3NUTBaHuA. [lpwOnuzntenHo 2% oOT nmauueHTUTS
NpeyCTAHOBABAT JIeYeHNe ¢ Uednpo3un 3apajan HEKENaHHTE JICKAPCTBEHH PEAKIIMH.

Tabnanuata no-105y BKTOUBA BCHYUKKM HEXENAHW JIEKAPCTBEHH peakUMH, HadmoaaBaHH [IpH
NMAUMEHTH NIEKYRAHW € UEPNpPO3H U KAKTO ¢a onucaHd KbM MomeHTa B CCDS. CnHucbkbT e
NpeacTaBeH MO CUCTEMO-OpraHHu knacore, MedDRA TepMmuHOMOrMs ¥ 4yecToTa, Karto ca
W3N0N3BAHH CJEAHUTE KaTeropHu: MHoro uectd (=1/10), wectn (=1/100, < 1/10), nHeuecTH
(=1/1000, <1/100), penku (=1/10000, <1/1000). muoro peakn (< 1/10000) n ¢ HensBecTHa
4eCTOTa (HE MOKe Ad OBbAe M3IUHCASHA OT HANMHYHWTE JaHHM). TadnHuarta e ¢hcTaBeHa cnopel
npenopbkuTe Ha CIOMS pabotua rpyna Il u V n Ykazanunara Ha EsponeiickaTta KoMHCHSA 3a
Kparkara xapakTepucTHKa Ha NpoAYKTa.

CHCTEMO-0PIanHH KIACOBE Yecrtora MedDRA TepmuB
YectH CynepuHdekLa U BATHHANHA
Hudexunu n nudecraumnn HHDEKLNS
Hapywenus Ha kpoBra u numpHara | Yectn Eosunndunns
CHCTEMA HeuecTn HamasneH Opoii Ha Gen
KINETKH




Penku TpoMOOUNTONEHHSA W YABIKEHO
NPOTPOMOHHOBO BpEME

HapyieHus Ha HMYHHaTa CHCTEMA Penku AHrnoeaem. aHaIaKTHUHA PEaKLHS
H cepyMHa Doaect
HapyweHHq Ha HepBHaTa cUCTEMA Yectu CBeToBBPTEXK
HevecTH CreTogauue Ha 00bpKBaHe, 0€3CBHHE,

COMHONEHTHOCT. NCHXOMOTCPHAa
XHNEPAKTHBHOCT, HCPBHOCT H

rnasodosiuve
CTOM&LLIHD-'—IDE‘BHH HAPYLUCHHA Yectu Bonka B KOpEMa, ZHAPHA, rajcHe 1
NOBPBHLUAHE
Penku Konut v nceBaoMeMOpaHO3eH KOJIUT
HeuipecTHa [TpoMmsaHa B LBETA Ha 3LOHTE
Xenato-OHanapHu HapylUeHus YecTu [loBnuiena acnaprar

aMHHOTpaHcdepasa u nopuLEHA
aNaHKiH aMuHoTpadcdepasa

Hevecry [loRvLIEHA B KPbBTA alKalHa
(hocdaraza
Peakn XonecTaTH4yHa *bATEeHNUA H NOBHLIEH
OHANPYOHH B KPLBTA
Heussectua X enaToTOKCWYHOCT, XENATHT
Hap}'U.IEHHH Ha KOXKATa U Yectu ,[[EEMHTHT H TeHHTanex “E;:EHT}:E
NOAKOXKHaTa TbKaH -
AKOKHa HeuecTu OO6pvB M ypTHKapH
Peaxu Cungpom nHa Stevens-Johnson, epurtema
MyITHDOpME L L
Hapywenua Ha 0bOpeunTe U Hedectu [loBHuUIEHa ypea B KPbETA H NOBHLIEH
NMHKOYHHTE ITBTHLIA KPEATHHHH B CepyMa
O6iuy HapyleHns 1 edeKTH Ha Peaxu [ npekcus

MACTOTO HA NPUITOKEHHE

OO0pHB U ypTHKApHs ¢a JOKMAABAHH MO-4ECTO MPH Jelid OTKONKOTO NpH Bb3pacTHU. [Ipu3uaunTe
H CUMIITOMHTE O0OWKHOBEHO HACTBLNBAT HAKOIKO AHH CJIEA 3aM0YBaHe Ha TepanuaTa U CTHXBAT 10
HAKOJIKO JIHW CNel NPEKPATABAHETO M.

32 daxod OT chefHuTe CbOUTHA ce CboOULaBa PAJKO MO BPEME HA TIOCT-MAPKETUHTOBOTO
HaOnwaeHHe, He3aBUCHMO [anH € YCTAHOBEHA MNPHYHHHO-CAEACTBEHA BpPbL3ka ¢ UEPNPO3HL:
aHa(PHNAKCHS, &HIHMOEIEM, KOJIMT, BKJIKOYUTENHO NCEeBIOMEMOpPAHO3EH KOUT, epuTema
MyATHgOpME, Tpecka, cepyMHa Donect, cuHApoM Ha Stevens-Johnson u TpomGouutonenus. [lo
BpEME Ha NOCT-MAPKeTHHIOBOTO Hab/MIOAEHHEe € JOKIaJBaHo o0e3UBeTABAHE Ha 3IbOMTE,
XeMaTOTOKCHYHOCT, BKITOHHTENHO XeNaTHT,

Cho0WapaHEeTO Ha NOAO3HPAHH HEKeNaHW peakUHH caed pa3pellaBaHe 3a ynoTpeda Ha
JMEKapCTBEHHA MNPOAYKT € BaxHo. ToBa no3BoAsSBa Ja NPOAbIKHM HaOMOACHHETO HA
CHOTHOLIEHHETO MOA3a/PHCK 33 JIeKapCcTBEHHUA NpoaykKT. OT MEJHUHWHCKHTE CIie
H3INCKBA /la ChOOLABAT BCAKA MOA03MPAHA HEXENAHA peaKUns vpes:

H3nbnHUTENHA areHina no AeKapcTBaTa



vi. JamsH ['pyes” Ne §
1303 Cogpun
Ten.: +35 928903417

yeOcaiit: www.bda.bg

4.9. [Ipexosupane

EavHuuun 1034, oT nopsabka Ha 5000 mg/kg. npunaraHd BbPXY KHBOTHKH B MPOYYBAaHHSTA 34
TOKCHYHOCT, HAMAT CEPHUO3HH WM JICTARHY NOCNCICTRHS.

Ledsun ce enumunnpa rnasuo npe3 OnOpeuute. [Npu cnyuan Ha npeaosupase, 0cobeHo npH
NALWEHTH C HapyileHa ObOpedHa (PyHKUHA. XeMOAHaNW3ATA MOANOMAra OTCTPAHABAHETO Ha
uednpo3un 0T OpraHus3Ma.

5. GAPMAKOJIOTHYHH CBOHCTBA
5.1, DapMaKoAHHAMHYHH CBOiiCTBA

DapMakoTepanesTUUHA Ipyna; BTopo nokoneHue uedpanocnopuHu, ATC koa: JOI1DCI0.

Muxpoduosiorusg

Lepnposun Hma in vitro aKTHBHOCT Cpelly LIHPOK COEKTbP OT TPAMMONONKHTENHKH M
rpaMoTpuuatenty  OaxkTepuu. baxtepuuniHaTa akTMBHOCT Ha Lednpo3MIT € pe3ylTar oT
HHXHOMPAHETO HA CHHTE3a Ha kneThyHata creHa. L{ednpoiun e akTupeH cpelly nNOBEYETO
IAMOBE HA CNEAHUTE MUKPOOPTaHO3MHU [N Vitro:

Aepobu, rpaMmoIOKHTEIHH MHKPOOPTAHH3IMH:

- Cradunokoku, Bit. Staphylococcus aureus (BKN. MEHWUANA30-TPOAYUHpALIKH WaMose); S.

epidermidis, 8. saprophyticus, 5. warnei. (3ab6: uednpo3un HE € aKTHBEH Cpelly MeTHLUHIWH-

PE3MCTEHTHU LWAMOBE CTAPHIIOKOKH);

- CTpenToXOKH, BKN. Streptococcus pvogenes (cTpenTokokn rpyna A), S agalactiae
(crpenTokoku rpyna b); S. preumoniae (BKA. NOBEUETO HHTEPMEANEPHH NEHWLHJIMH-
pe3ucTeHTHH aMose ¢ neHuuuaud MIC ot 0,1 ao | pg/ml); I'pynu C, D, F &G
CTPENTOKOKH; CTPERTOKOKH OT rpyna Viridans;

- Enterococcus durans, E. faecalis; (3a0: ue@nposun e HeakTUBeH cpewy £, faecium);

- Jpyru: Listeria monocytogenes.

AepolOH, TPAMOTPHLATETHH MHKPOOPFaHH3MH

- Moraxella catarrhalis (Bkn. B-nakramazo npoayurpauiy LamMose);

- Hemophilus influenzae (Bkn. B-nakramaso npoayuupatiy amMmose);

- Citrobacter diversus;

- Escherichia coli;

- Klebsiella pneumoniae;

- Neisseria gonorrhoeae (BKI. NeHULMIA3A- IPOAYUHPALILH LLAMOBE);

- Proteus mirabilis;

- Salmonella sp.;

- Shigella sp.;

- Vibrio sp. o

- 3albenekka: Llepnpozun He e aKTHBEH Cpelly [MOBEYETO LIAMOBE Ha '
Enterobacter, Morganella morganii, Proteus vulgaris, Providencia, Pseudo




AHaepoOHH MHKPOOPraHN3IMH:

3abenexka: [loeeueto wamose oT Bucteroides fragilis ca pe3nCTeHTHN HA Hedpnpo3n,
Clostridium difficile; C. perfringens

Fusobacterium sp.;

Peptostreptocaccus sp.;

Prevotella melanogenica (no3Hat kato Bacterivides melaninogenicus)
Propionibacterium acrnes.

TecToRre 34 YYBCTBHTEAHOCT

KoNn4ecTBEHH METOAH, KOUTO U3HCKBAT W3MEpPBaHe Ha AHAMETPHTE HA 30HATA. JaBaT Hall-ToYHa
OLEHKA 3& YYBCTBHTENHOCTTA HA DAKTEPUHTE KbM aHTUMHKpODHHTE cpeacTBa. MnTepnpertauusTta
BKJIKOUBA KOPEeAAUHd Ha AHAMETHPA, MONYUEH OT AUMCK TECTOBETE, ¢ MUHHMAIHATA UHXUOHUTOpPHA
konueHtpauua (MIC) 3a uednposua.

JIMCcKoBeTe 3a TecTBaHe HA YYBCTBHTENHOCT KbM LedanocnopuHy (UedanoTHH aHCcKoBeTe) He ca
NOAXOAAH MOpadHd Pa3iMKH B CNeKThpa ¢ uednposnn. 30-pug uednpo3un AHCKOBE Ce W3MoN3BaT
33 TECTOBE HA HIONATH in vitro.

Pesyararure ot n1adopaTOpHHTE TECTOBE OT CTAHAAPTEH TECT 3a YYBCTBHTEIHOCT C €/lHH JIMCK ¢

30-pg uednpozun Juck TpadBa Ja ¢& HHTEPNPETUPAT CNOPEL CAEAHHTE KPUTEPHH:

HnameTbp Ha 30HaTa (mm) HMuTepnperauuu MIC-kopenauys
>18 (S) 4yBCTBHUTENIEH <8 ng/ml

15-17 (MS) ymepeHo yyBcTBHTENEH | 16 pg/ml

<14 (R) pesucTenTen >32 pg/ml

Pesynrar ,,uyBCTBHTEsICH NOKa3Bd, H& RATOMCHBT BEPOATHO Lle ObAe NHXMOUPAH OT OOUKHOBEHO
NOCTHXXHMHM KPBBHH KOHLICHTpauuwd. Pe3lyntat .yMmMepeHO uYBCTBHTesieH” nokKa3Ba., Yye
OpraHu3MbT e Obje YYBCTBHTENEH, aKO CE W3NON3BA BHCOKA /033 MM aKo MHGMeKUHATa €
OFpaHuy4eHa X0 TbKaHH U TEYHOCTH (HANP. YPHHA). B KONTO C€ MOCTHraT BHCOKH aHTHOMOTHUHH
HHBA. Pe3ynTtar .pe3ucTeHTEH  [OKA3Ba, Y€ TMOCTHXKHMATA KOHUEHTPAUHA Ha aHTMOHOTHKA
BEPOATHO HAMA Ad ObJe HHXHOMTOpHA.

CrangapTu3vpaHuTe OpoUeaYyPH H3IUCKBAT W3NOA3BAHETO Ha NabopaTOPHW  KOHTPOJIHM
OPraHHU3MH.
5.2. PapMAKOKHHETHYHH CBOIHCTBEA

Ller3nn ce pezopdupa a00pe ciel NepopanHo NpUAcKeHHe NP NPUEMaHe NPeIH UK MO BpeME
Ha XxpaHeHe. [lepopanyata OuHOHanW4HOCT € mnpuonuszutenHo 90%. dapMakokuHeTHKAaTa Ha
LHe(ppo3H HE ce NPOMEHs OT NIPUNOKEHHE ¢ XpaHa MY aHTHaunal, CpeaHuTe MazMeHH
KOHLEHTpaUKK ciie] NPHIoKEHHE HA LUedrpo3ui Ha rNajHo ca NpeACTaBeHH B TadnuuaTa no-
aony. KoHUeHTpauHuTe B ypuHara c¢a okono 60% ot npuioxkeHara 103a.

Hosa CpedHH NIa3MEHH KOHUECHTPALH Ha YpuHHA eKCKpeuHA
uednpo3un™®
(pg/mi)
Bpux (~1.5 yaca) 4 yaca 8 yaca

250 mg 6,1 1,7 0,2

500 mg 10,5 3,2 0,4

1000 mg (1 g) 18,3 8.4 1,0




*JlaHHWTE NpeACTaBNsBAT CTOHHOCTUTE HA CPeAHMTE NMAa3MEHW KOHUEHTpauHH oT 12 3apasu
200poBoAUN. PapMAKOKHHETUYHUTE JaHHH €4 B3ETH OT KaNCyHa JekapcTeeHa dopmMa; JoKa3zaHa
e. obaue. OHOGKBHBAICHTHOCTTA HA MEpPOpaNcH pa3TBoOp. Kancyiu, TabneTku W nepopaiHa
CYCIMEH3HA.

[To epeme Ha nbpBUs 4-4aCOB NEPHOA C/Ie MPHUIATAHE HA NEKAPCTBOTO, CPEAHHTE KOHUEHTPALHH
B ypHHaTa cnea npunarade Ha o3 oT 250 mg, 500 mg v 1 g ca npudnuszuteane 170 pg/ml, 450
pg/ml n 600 pg/ml cboTBETHO.

CBbLp3BAHETO ¢ MNa3MEHHTE NMPOTEHHUW € OKOMO 36% H € HEIABHCHMO OT KOHUCHTPAUHUTE B
ananaszona ot 2 pg/ml 1o 20 pg/ml. CpeaAHUAT nnazmMeH NONY:KUBOT MPH HOPMAJHH HHIHWBHIHK €
npuonu3HTENHO 1,3 yaca.

[lukoBHUTE KOHUESHTpaUKMK Ha uednpo3un B KOXHaTa MexypHa teuHoct ca 3.0 1 5,8 pg/ml npu
MALMEHTH, MOJIYYABALLKW €/1Ha J03a oT ¢boTBeTHO 250 mg uau 300 mg uednpo3un. [NonyKUBOTLT
B KOXHATA MEXYPHA TEYHOCT (2,3 yaca) € nMo-abAbr OT TO3H, HADNKAaBaH B NJa3Mara.

Chea NpunoKeHHeTo Ha €1Ha 103a oT 15 unn 20 mg/kg npu NauueHTH ¢ XPOHHUEH CPEASH OTHT,
KOHLIEHTpaUuMuTe Ha uedrnpo3nn B TeHHOCTTA B cpeaHoTo yXo sapupa ot 0,06 ao 8,7 ng/ml.
KoHueHTpaunuTe Ha uednpo3ni B TEYHOCTTA B CPEAHOTO YX0 ocTasaT Hajg MIC 3a noBeueTo
LWHPOKO Pa3nipoCTpPaHEHH OakTepHH, CBLP3BAHH CbC CPEAEH OTHT , 3a NoBede oT 6 uyaca cnen
puaarale Ha uegnpos3ui.

Hsma nanHn 3a akymyiadpane Ha uednpos3dil B NAa3Mata Ha UHJAMBWIAM ¢ HOpMaiHa ObOpeuna
(pyHKIUHSA el MHOTOKPATHO NPUAMKEHUE HA nepopandu Ao3u o | g Ha 8 vaca 3a 10 auu.

Bwopeuno yepeucoane

[Tpu Oosnu ¢ HaManena Onbpeuna yHKUMA, YABNKABAHETO HA [UIA3MEHHSA TMNONYKWUBOT €
CBbP3aHO CbC cTeneHnTa Ha ObOpeunara AuchyHkuuA, [1pn Gonuu ¢ mbiHa Aunca Ha 6LOpeyHa
¢yHKUNA, IIA3MEHHAT NONYXHBOT Ha uednposni moxe na Obae U 5,9 vaca. [TonykHBOTHT ce
CKBCABA Ype3 xemoananusa 10 2,1 yaca. He ca ycTaHOBEHH MbTHLA HA EKCKPELHS MTPH MALHEHTH
CbC 3HAYMTENHO yBpeaeda 0bOpeuna GpyHkuns (k. T. 4.2 u 4.4),

Yepuoopoono yepescoane

[Ipu GonHu ¢ yBpeaeHa 4YepHoApoOHA (PYHKUHMS HAMA CTATHCTHYECKH 3HAYHUMH PA3IUKH BbHB
apmakoaHHAMHURNTE NApaMeTpH. KOraTo €€ CPAaBHARAT ¢ TE3H MIPH HOPMANHH KOHTPONAHH
HHAUBHH.

Fepuampuunu nayuenmu

Cpeanara AUC, nabnonasana npy nauMeHTd B HaNpeAHana BbL3pacT Ha 65 rOJMHKM K NoBeve, €
oKkono 35-60% no-BUCOKA OT Ta3zyu NpU NO-MAZAH UHIAWMBHAAN. 3HAYEHHETO HA TE€3H 3ABHCUMH OT
BbL3pacTTa BapHalHH BbB (papMaKOKHHETHKATA Ha Uednpo3ns He Ca JOCTATbUYHM, 3a A3 UINCKBAT
KOPEKLHNA B NO30BUTE PEKHMHU.

ITeouampuunu nayuenmi U noopacmeaiii
Cnea npunoxkedune Ha eaHoKpaTHU A03u oT 7,5 mg/kg uau 20 meg/kg Ha neaHaTPHUHH NALKHEHTH,
KOHUEHTpaunuTe Ha uednposua sapupar ot 0,5 1o 4.3 ng/g B Towsunute W Bapupat ot 0,4 Lg/g
A0 4.9 ng/g B aneHoMAHaTa ThkaH, KOHUEHTpAUHHTE B TOHIHAHTE 1 a/CHOHAHATA TLKaH NOBEYE
oT 3,2 yaca cnel N03HPAHE €A NO-BHCOKH OT MHHAMAIHUTE HHXHOHTOPHU KOHUeHTpauuu (MIC)
33 LWWUPOKO pa3npoCTPaHEHH NATOr€HH, KOUTO MPHYHHABAT PAPHHINT HIH TOH3HKT.
DapMaKOKHHETHKATa Ha UEPNPO3MI € cpaBHUMA MeKAYy Aeua (Ha Bb3pacT oT 6 Meceua ao 12
roAHHH) W BB3pacTHAU. [lnasmennte koHuewtpauun npu Aeua, nomyuasawn 7,5 go 30 mgikg
Lenpo3un ca CPaBHHMH C TE3H, Haﬁﬂl{}ﬂaB&HH NpH Bb3PaCTHU NALUEHTH, 0]
nepopanto 250-1000 mg. Cuag ce aoctura | no 2 vaca crnej NpunoXKeHHETO Wi
elMMUHaLKd € 1,5 yaca.




Hoa

Cpeanara AUC, nabmopagana npu skeHd e npubmusutenno 13-20% no-sucoka ot tazn npu
MbXke. 3HAUCHHETO HA TE3M 3daBMUCHMM OT fofna BapHalHu BbB (apMaKOKHHETHKATa Ha
USPIIPO3NI He Ca AOCTATBYHHM. 32 ]2 U3UCKBAT KOPEKUUS B A030BHTE PEKHUMMU.

5.3. IlpeakAHHHYHH JAHHH 32 6e30MACHOCT

He e nadntozapaH MyTareHeH MOTEHUHAN Ha Uedrpo3HN B CbOTBETHHTE MPOKAPHOTHH HIM
€YKapHOTHH KNETKH in vitro WK in vivo. He ca npoBexaann ALArOCpoOUHH MpOYUBAHHS in vive 3a
OUEHABAHE HA KAHUEPOreHHHS NOTEHLHAN.

[TpoyuBaHusTa 3a PENPOAYKTUBHOCT HE MOKA3BAT YBPEXKIAHE Ha (PEPTHANTETA NPU XK HBOTHH.

6. OPAPMAIIEBTHYHH JAHHHU
6.1. CnuchbK HA MOMOIIHHTE BelUeCTBA

HaTpHeB OeH3o0aT

nonucopdar 80
MUKPOKPHCTANHA LENYI033
acrapram >0

3axaposa

DaHAHOBA eCEHLHS

BaHWHH

KONOHJICH CHITHI{HEB JHOKCH A
COAHUHH

KapMel03a HaTpHi

HATPUEB XIOpUA

DC antifoam (1%) Ha 3axaposa
CobHceT kbaTo (E110),

1% De3B0/IHA TUMOHEHA KHCETMHA
ApoMaTH3aTOp TyapaHa
noacaguren

6.2. HecnbBMecTHMOCTH

Henpuaoxumo.

6.3. Cpok Ha rogHocT

3 roguHy

6.4. Chnennanum ycaioBHH 32 ChXpAHCHHE

Ja ce ¢bXxpansipa Ha ctaiiHa Temnepatypa (noa 30°C) npeau npuroteaHe. Clien pa3TeapsiHe, aa
Ce CbXpaHABA B XNAAHIAHHK H HEWINOI3BAHATA HacT A4 Ce U3XBBLPIH ciaen |4 auu. Kontelivepbr

Ja ce chbXpaHsBa 100pe 3aTBopeH. Pazknarete no0Ope npean Bcaka ynotpeda.

0.5, Bua n cnabpikaHue ga onmakogkKaTa 000 s

Lled3un 250 mg/5 ml npax 3a nepopasiHa cycnenzna: 6yTunka 60 ml rotosa



6.6. Hucrpyxkuun 3a ynorpeta

YKa3aHHA 32 APHTOTBAHE HA MEPOPATHATA CYCTIEHIHNA;

PaiTBapaHeTO Ha npaxa 3a nepopanna cycrneH3zua B OyTunkara TpsOBa na ¢TaBa Nno ¢heaHHs

HAYMH:

- HobageTe BOAA 10 HUBOTO, 000O3HAUEHO HA OyTHIKATA.

- Pa3sknatete noOpe OyTHnKaTa 10 pa3TBapAHE HA npaxa.

- H3yakaiiTe HAKONKO MHHYTH H ako € HEOOX0auMO, 100aBETE BOJA 0 HUBOTO 0DO3HAUEHO HA
OyTHIIKATA.

Ilpurorsenata mo TO3H HAYHH CYCTICH3HA € roToBa 33 ynotpeda. Ta TpaAdBa xa ce

CBXPAHABA B XJIAJHJHHK H A2 €€ H3N03BA B cpok ot 14 aum,

3a w3non3paHe Ha Jo3MpallaTa CRPHHLOBKA, H3TerneTe ot (PpaakoHa He0OX0HMOTO KONHYECTBO
roToB Pa3TBOP, CNIOPEd NEKAPCKHTE YKA3aHKA.

7. MNMPHTEKATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Bausch Health Ireland Limited

3013 Lake Drive
Citywest Business Campus
Dublin 24, D24PPT3

Upnanaus

8. HOMEP HA PASPELHIEHHUETO 3A YIIOTPEBA

9800338

9, JATA HA TBPBO PA3PELLIABAHE /TIOJJHOBABAHE HA PA3SPEIIEHHETO
3A YIIOTPEBA

Jlata Ha nwpBO paspewasane; 05/11/1998
JlaTa va nocyieaHo noaHosAasane: 21/01/2010

10. JIATA HA AKTYAJU3ZHPAHE HA TEKCTA




